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[0002] bcrlt|S22|fe&»:. 9biri||9jfefe#:K:#fiEi-5Jte^-C*>!J, i<D»22ifefe«:i 

#fiFi:iB^2#M. ). 

^ft)lciS¥, igi4#Mtteit)?l®5iittte{k«a-^BCR-ABL|gttii.tt!JV/<tte 

Srga-^fci;!^. E255K«©^^fr©t^m!»SK^^>?>^^■C^V5(0!|;t^J^ lf#fF:3titt 
4-7#Ba, ). $t>lCBCR-ABLStt(D^ttyw>-tt&jiilJ»S«-|C«1-5^^y'<s/^' 
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[0003] S Mtt. SttfcBCR-ABLf^ni/V^-^— fe*W|l»gtt?r*i-2>griK 

[0004] >t:»9l#p)ttx a-* ©^k^icov^rsismwuctcid, &5Sr«'ir$KSl^ 
&0-jRiC[l]l?^Sn/5<b-g-«J-eS>o-C, !!>:©{A). (B)Xtt(C) 

[<ki] 




CH3 



H 



R 



[1] 



(A) 

R*tt»J>c©(i)— (3)®S©v^■fi^^'*^•^-. 

2 
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7/u^j\^T^/^ i/T/W*yW7^y. ;<7yw<^-</K ^yT/w^y^:<7/w^^-<y^XH:v? 

2 

T^y. ^yryp^^/wr^y, v^Ty^v-^/vr^y. ;«;/w^^-r/p, ^yryv^^/v;^;^^ 

(3)-cH=R"[R"ii^g^fiaft-^xoass:^rc36>3&^^^^iafp-N5rT3gs 

2 

/V'^yVT^yr/l/^yV. TyV'a^i^. (5-p«^/W2-:i-:^y-l, 3-i?:i-^ry-yl^4-^ 

/v^yv. T^y . ^yr/v^/i-r^. i?r/v^/wT^y. :jt7/w<^>f/v, ^yT/w^/v;*; 
Wb2] 
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Xr Xr Xr 

12) [31 W 





[5] [61 



XX 



N 

m (8j 



2 

TJi\^^)V7%JT)V^?V^ -^T)V^fV7KJT)V^fV. T/P3^i^XT/(5-p«^/W2- 
(B) 

2 
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[9] 110] 



(C) 

r'H. ^:cD(l)-(3)<DS<DV^'ft^^>^^"ro 

(1) -CH -R"[R"r±^^^&ft--xnSS^^i-c i>*^^^^^l&Sl--xn^S 

2 

2 

T)V^f^r%J^ V^rJi^^M7%.J. ;b/W^^^/W. ^yr/^^yV/;t?yW<^>Y/V:5tHv^ 

(2) -0-R"CR'^t^^*fia»'^xoSa^ro*^36>S^^^ffl»--7^n®£W: 
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2 

/v=¥/K r^y. ^yr/Mr^wr^y. i^r/V'^/wr^y. :<7/w<^^/k ^yryv^yv* 
Xtti^rySr^l-o 

T^y■CS^l^TV^T{><tV^ )o 

[0005] ±iB(^-jftS;[i]-T?^^Fn5{k-&feoi=-e»*Lvvfk^tett, »c<o{i)-(14)(d 
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-3-[4-(5-f y^S^^^yW) i^y 5i^:^-2--Y/WT^y]73:::i>f^)'<>X7^K ' 

(3) 4-(l-p«^/^t'^7i^^^-4~-^/^>«'?'/^)-3~^y>'/^3^ay'^y^ 
-3-[6-(3-fc*ye^yv) i^y ^v^^-4->fyi'T^y]p^:i:^>'v.) ^>xt^k 

(4) 4"(l-p«^yl-l:f^^i/V-4-^;Pp<^>'^)-3-hy:7/W:2^o^^>^WNH4-p«^^^ 

-3-[6-(5-t^y^v^=^/i-) f y v:^y-4-'ryi-r^/]7a:^/i')-<:/XT^K 

(5) (-)-4-( (S)-3-T^y-2-^yt^Dy v^y-l--r/M^/l-)-3-hy7/U;;^-o^ 
^yi^N-{4-p<f'yW3-[4-(5~t^y^i^^yv)t!-y^i^>'~2-^yuT^y]:7a:-/i.}-< 

. (6)4-[(S)-2-(l-fc'nyi^^;M^;V)l^pyi?i^-l-W'>'V^^/^]-3-hy7;P:4-n' 

p«^>'WN-{4-p«^/w3-[4-(5-try^i>riyw)i^y^i;:/-2--^/vr^y]73:^>rv} 

(7) 4-[3-(i>^^/vr$yp<f'/V)r-¥^i^V-l-f/W>^/W]-3-hy7/V:*-ay^/> 

-N-{4-7«^yw3-[4-(5-ifyv:^3i;w)i^y^i;:x-2-^yV'r^y]73:riyw)^>'X 

(8) 4-[(S)-3-(l-l^Dy£^=^/W)t'oyi?V-l--f/Wp«^/W]-3-hy7/W:tnp«^/V- 
-N-{4-^f-/l— 3-[4- (5-lfy ^i^^/V-) t'y $i^>'-2— f/VT^ -^IV^X 

(9) 4-{4-[ (5-^^yW2-;^^=^y-l , 3-^M'^y-J\^4-^M t'-^^i^V 
-l--f>'M^/^}-3-hy:7/^:tn;;<f-yl--N-{4-^^/W3-t4-(5-l^y^v^^/W)^ 

y v:^>'-2->r/V'T^y ] :7 zcn/w) -oXT^K 

(10) 4- (4-p<^yWf -3-hy 77W;d-n>t^/l^N-{4-y^ 
yl— 3-[4- (4-t:-y >?/W) 5"7>/wl— 2-^/1-7^/] -O'XT^K 

(11) 4-[3-(v?p<f-yvT^y) r'^^i^^'-l-^/Wp«'^/w]-3-hy :7/V:tnp<f'/i^N- 
{4-j?«^/l--3-[4~(5-t*y^i^ri;W)t-y^i:;i^-2->fyVT^/]7ai^yV}-<VXT 
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(14)4~[(3R, 4R)-3-(v^>^/l-r^y)-4-p«h=^i:/t-nyv?y-l->r/Mf-yV]-3- 
hy7yl-:i-np«^yl^N-{4-p<f-yW3-[4-(5-t'yv:^^>'W)fc'y^i^V-2--Y/ur^y 

[0006] ^fc. ^^igirLTd:. 9^<0 (l) - (37) (Or^K^2^«^XIt-t<^E^±fF^$tt6 

M3-^Jy/U:i'v^^/\^4~l4-^^j\^\::*-<yi^>-l-^/^^ 
3^[4-(5-tfy^i^=^yV')fy^i^^^-2-'^/wr^/]73i=.yl/)^>'XT^K 

(2) 3-a:f^yW4-(4-^^y^tf^7i^>'-l--</V'>^>^^)-N-{4-7«^yl^3-[4~ 

(3) 4-(l-;^f'ywif'<yi^i^-4--f/v>«f-/V')-3-hy7yW:^-n:?«5'/i^ 
3-[4-(5-t'y*i^riyl/)lfy^i/>'-2--r>'Wr^/]73i;^>'^}^VXT^K 

(4) 3, 5-i^^t^ti-4-[ (s)-3-(v^>^/vr 5:/) h-ny r/l-^^/H-N-{4 

-7<^>'W3-[4-(5-t^y^i^:^/V)b*y5:i^^^-2-^/Vr^y]7:rri/W)-<VXT^ 

(5) 3-;^h^i^-4- (4-p«^/H:--<7v^ V-l->r/l-^f->'^) -N-( 3-[4- (5-^ n-tf 

yi^v-3-^/Wfy^i^^/-2— r>'i'T^y]-4-p<^y^y^zi:c::yv}-<>'Xr^K 

(6) 4-(4-^^yWt*-<7i^>^-l--i'>'V'ptf^/W)-3-hy7/W;<^up<^/l--N-{4-7' 

-3-[4-(5-'fy^i^->^^) tfy^v?y-2— r/ur^y]7:i:^/u)'<>'X7^K 

(7) 4-(4~3:^yW::*^7v?>'-l-^yl/p{f'/W)-3-hy:7yP:^o>^>rWN-{ 3-[4-( 

5-yp^fy i^>'-3— fyw) f y^ i^v-2-YyvT^y ]-4-^f-/V':7;cn/i') -<yxr5 

K 

(8) 3-^nD-4-(4-;?«^/Wt'^7i^V-l-<yM^yv)-N-{4-7«f'yl^3-[4-(5- 
fc^y^S^=i/W) fy v:^y-2-></Wr ^y]73;:::i/W}-<i^X7^ K 
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(11) 4-(4-3i^/vt'-^^i^v-l--ryw^^yV/)-3-hy7yw:i-n^^yWN^ 

(12) 4-(4-3i^^Vt*^7i^V-l->r/M^yV^)-3-hy7yl^:^n;^^/WN-{4->^ 
{13)4-(4-p<^>'Vl^-<7v^V-l--ryMf-/V')-3-hy:7/V-:^n;><^/WN-{4->^^ 

(14) 4-[4-(2~:7yV':^na:^/W) t'--i^v?>'-l->r/Mf-/^]-3-by :7/l/:tn^f->'^ 

(15) 4-[4-(2-V:Kn:2fi/:nf-/V)fci'^7i^>'-W/l'^f'>'l^]-3-hy7 
_N-{4-^^/W3-[4-(5-lfy^:^:=^^Wt'y^i^V-2--^yVT^y]7ai:=y^} 

T^K 

(17) 4-(l-l^^7i^=^/^^^/^)-3^^y7>'l^^^>^^^N-{3-[4-(5-:/^^tfy 

(18) 4-(l-br'<7i^^/^P«^>'^)-3-Hy:7/W:tn7«^/>-N-{4-;?«^/V-3--[4-(3 
y v^yp) fy v^>'-2--r;WT^/]:7ain>ri.}-<:>'Xr^K 

(19) 4-( l-f-<7i/-/Vp«^yW) -3-hy :7/U;f o^^/WN-{4-p«f'/W3-[4-(5 

-fc*y^>^:=^yv) fy ^v?y~2-H';V'r^y]7:ii::^>'H -o-XT^K * 

_^^;;^3_[4_ (5_lf yii;-;V/) t^y ^v^V-^-W'yVT^y ] P^^inyv) vXT^K 
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(22) 4-(3-;<?yW<^>i'yW4-y f-/Wf-<7i^^^-l--f /W^f-v^l-) -3-hy7>^^3^p^ 

. (23)4-( (S)-3-^f'/^t•-<7v>y-l->f/M^/^)-3-^y7/V-:^^^7<^yWN--{4-- 
(24)4-((R)-3->f-/Vt'-<7i^>-W/^^^>'W-3-h!Jy'>'^:^D^^yl^N-{4- 
7<^/1^3-[4-(5-t'yv:^::^yU)t*!J^v^>'-2W/WT^y]>'^^>'l-)-^^ 

(25) 4-[ (S)-3-(N. N-i^:i^f"/Vr^/) t^ny >:^V-1— ryMf-/W]-3-M; 

n p<^/l^N-{4-;>«^yl^3-[4- (5-f ^i^^/V) t'i;^v?>'-2'-^yvr ^y] :73ir::yl^ 

(26) 4-[ (2R. 4S)-'4-(i>^f^/VT^y)-2-;^^/^t'nyi^V- W;Mf-/W]-3- 
hy7/P:to>^yl^N-{4-p«^yW3-[4-(5-l^l)^i^::i/P)t'y^i^:^--2-^>'Ur^y 

(27) 4-((S)-3-T^yi:'-iyi^/P<^/V)-3-hy7yW;^np«^/l--N-{4-p«^/W3- 

C4-(5-try^i^:=:yv)try^i;v-2-><>rwT^]73i=>ri.)^xr^K 

(28) 4-[ (S)-3-(t?>^/VT^y) fc--<y v^yy^yWj-S-hy^yl-^d-n^f-yl— N-{4- 
7«^/V— 3-[4-(5-fy ^vr::iyl-) f y ^v^V-2— f yl-T^y ]:7.nri>'^ ] -iyXr 

(29) 4-( (3S, 4R)-3-r^y-4-;^^/l-e*Dyi^>'--l-^/V^><^>'l-)-3-h!;y>'V:tP 
p<^yl--N-{4-i?<^yW3-[4-(5~lfy^i^^yU)t-yv:^>-2--<yVT^y]7;i:^/^ 

(30) 4-[ (3S , 4R) -3- (i/;^^yW7^y) -4-;^f^/^tf py T/Mf /Pl-3- 
hy7yW:^n^^yl^N-l4-p«5^/W3-[4-(5-t'y^v?-/i/)t^y^t?V-2-^/ur5y 

(31) 4-[ (S)-3-yf'yUT^y) t^ny v?>-l— r/M^/V']-3-hy7/V:^nptf^yU- 
N-{4-;>^^yW3-[4-(5-t'y^e^r::yU)lfy^i^:/-2--fyUT5:y]:7a:=i/^ 
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K 

(33) 4-( (R)-3, 4-i^,:^^A}f-<yi^y-l--<J^^^M -S-MJ^/V-itnpt^/V-N 
-{4->^yv--3-[4-(5-t'!;^e/::^y^)t'y^i^:^-2-^ywr^y]73:riyw)-^yXT^ 

K 

(34) 4-[(3R,4R)-3-{i^/'^/i-T^y)-4-}^\^^iy\i'tiV^^^ 
hVy/i^^^i^^^^^-{4-^f'J^3-[4-i5-\^})^i^:^Jl^)\^^^^ 

(3b)4-(l-?^f'/l-\^^Vi^>-4-^/U:t^i^)-3-h])yjl-:^X3^^^ 

(36)4-{l-?i^t^V\^^Vi>>-4-^Vy^l^7^^M-S-hVy/V^ 
f-^l^S-l4-{3-}^})i>Ji^)y^V^i^>-2-^/l-T^Jly:^^^ 
{37)4-i{R)-3-(i>>^^J\^T^J;^'f-My^^})i^^-l-^^^ 
;^^j\^l^-[4^:^^y}^3-l4-(3-\^Vi^My^V^i^>^^^ 

[0007] >)c»M^L"C«:. 2(c5lW{k'&«iS:^S!i*^i:U-C$*-r5EIK»^®. «^J^ 
tf . BCR-ABL^ne/i^i— ^ia«»J«r^Jf S-^:&5^*o J:t)*(t:«ItJ:fl. « 

[0008] ^mmit^^n. BCR-ABL^nv-^^i— ^OPI^Stt^^U 

[0009] ^^mmm^^y'^nm}tLx\xmm^w^i'tLx.^mw>i'i:&^i^^ 
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^/W^yn/w, ^j^d-^/V-jJ^y-zW, -^:3|rf'tKn-lH-l. 4-i^T-^f3i/W;65^rf bh. 
5o fit. R"or^^^afp-.7^nSSj R"i:Zfie^S::JM.TJg^1-5S« 

/l/^ ni^>^P, n-T'ntVl-, ^y^^Pt^y^, n-:/^yl^. ^y^f-JK sec-:/^/V. tert- 
y^yi'. n-^Vf-yw, y^V^yi-, n-^^^^^'V^ ^y^^iXyi^. n-^T'^yv. ^y 

/vj, rtKn:3(i^i/Tyv^/wj. r^yryv^/v-T^yj. ri;TyV'=^/vT^yj. r^yr/u^ 
r/NnT/V5^yHt2it^x ^y/NuT/w^yv^ i^/NuryHr/K hy/^^T/^^y^Sr&^^ 

/V:tny^>'l-> 2, 2. 2-hy7/W:tn^^/^>i^^lf bti^o 
rTv-zH^LTf^. ^5^3^1-1 10t><^> ««Jx.«. xJ^/i-^K r-fe^yi-. ynf:^::^ 

r/^li^^. -Yyy^yyi^. 'O-Z-fyv. \-ryV^f\^. 2-^y\»()\^i^W(fhf\^. 
rb-y^i^::i>'H^bT{t. 0iJxtf . 2-k'y^v?=yw. 4-fy v::^::!^^, 5-tfy5^^=/l-i5 

ri. 2-i^tKol^y^i^-y^jiUTIt. . 1. 2-v?fcKnt^y^i;>--3— T^K 1 
. 2-:^tKnfy/i^y-4-><yW;55^tf bti^o 
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KSrJg^LTWv^o l-l^Dyi^=iyw. l-l^-<yt^:=i/K l-bf-<^e>=^/W. 1- 

[0011] Mm 




[^rfi, r\ r\ r\ Hetlfi.miet2Jt. i9IBi:llg-e*>5« ] 
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yV'T^y)fyv^>'. 1, 8-v^Tift:*i/:^n[5. 4. 0] ?»'x-^-7-:x:y <OWti:eS) C> 

^Pfl«:. ^fflf ^g^/N7^K<^SSs SlS?aSl-J:-:>rS*^>;6^ 30^-24 
[0012] i:^felr-ffiv^6l^^^k-^^^ll1(Dii^fe 

10013] m¥Ht;^«b^fc'5^k^^[ii]"efcorHeti:&Ml:^^E4]. [5]. [7]&i;[9]<d 
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(H«i3)R(rW) 



Mc H 



(HctZ)So(R*)(R^)m^i 
[15] . 




'Me H 



NII2 



Mc H 



— X' 



[16] 



[II] 



XS2 
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y^^^^v^f^. e^^*(Pt-C) . /^^:^f?A-^3R (Pd-C) . yWrrii^A^ 
[0014] JSJSfft^fer-feS^b-g^ifeCia] W:. . J. P. WolfebO/^yil^'^AtejeSrffl V^ 

^^[7](DSCD^I1, «fij;ttf . 2, 6-"^iJ'nulf'^>^V^2-p<^7l-5-::^hnT=iy 

. T^h^tKn^^V'v 1, 4-e^:^f->'. 1, 2-i^p«b^i/^>i^*if03i-x/V|g, 
-ct^o S:«.>l*!fiSco#4T^ 70-l00'C•x?^T^pi^S• ^^^y^^'OJ^mkhXxn.;. M 

n-fey, (±)-2, 2'-t';^(>^73i=yV'2}^7.7^y)-i, i'-t**t>'^yv[(±)-BiNAP 
\.--fV^^yV\ mm^'t^y^J^. m^^')^J>^. m^^V')^-^^l^i:mi^^tt^X- 

Ejj^^wii. ^m-r^MMo^mm. BL]tAm\c^^x^t^^tK i-36 

[0015] 4fdk^iK![l3]H. HetldWb^S;[4](DSOi&^tt. . 2. 
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5_- j.n7--y V^aS4^aEcti*fcfl«SJ5rC. tgS<0fiR5E*fctt*#&T. 20 

ttk7] 

Ol«t2)8(R*)CR*) 

*S^£:^4fl;-&fe[l7]t*a*!>«^li:&«|[l4]3ltt*«:vf<b^«)Cl5]S:fflv^ 

XS2 

•fb-A^to[l8]Sr/^nyvft-r5ri:K:J;*){t;^iKi[193Srt4iS^5. ^^nyv 
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XS3 

'(k'&fe [1 9] Hb-^^J [20] ^m7&(D>^<y^Ji7Ammi:m V ^fc* jfe (gyx. tf . 4¥Wf^ 
[0017] >fb'g'ife[lla](Hetl^Mk*^[4]0ST-*)5{b-g^ife[ll])h3:, {^^^[19] 

^^k^^[2l]^^^^I5^c7)/^7i^^^A«g^Srfflv^:rc;^ffi(« *#l^:ft:ifcio. ii 
#m) «r/fl V ^KJJ;^^?*T>(t:^<fe [22] irU Ib^^ [22]«r«a«^ffi"r5r^l-<J:oTS{ 

[^b8] 




[19] [22] [Ua] 



JSJ|sMb'ft'ife[2l]W:. 2, 4-v?T^yh/^:t>'S:ii3^*ao*-ffi|;:i:D]5g^/ir«SS'e^ 
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TM2 

[0018] J!^)|£Hb^^T-$)^^k'g'fe[ll]-CfcoTHetl:6Mt:^S[lO]OS'Cfc^^^ 
[{k9] 




[0019] ge»?feTT»fflV^^fM3lS^^k^fe^l2^(Qi5>fe 

jKisf-(b^«»)[i2]d5{b-&«i[i2a](04i^tt. m^\i9i<o^mm^xmmi-^^ 



[jkio] 
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/Npy^-fbry— /wCaaltr/wn— /w[24]i:«?3t— ^yvgfS-j^^SfiJi^ot'fb 

^»ii«:*»f ■srws-cts. KJijaSB, a«r, -78-2oo'c-ctT4pn, K)i»«fiia 
*fcroa©fi«S{S-ctt«». /^oyv^t:«a)^^>^>v^tt«T/^=^f->K^s 

ttiitJS:*. SijjfetUTA. AranyosfefoSVIt, G. Manne>©/<9i?5'A»«ES:ffiV^ 
=i-/l'[24]A»e>^b'ft<fe[25]4-Siai-5rtASrtS. 

im2 

{k-g-fe[25]^rJ!)n*5>ft?-r5Ci:tcJ;!9-(b-g-«^[12a]^r«|l!5t-f'5Cid5Tt5.Kf£; 



wo 200S/063709 
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[0020] wmL^n^\\i\m^%m\x^h'\(o^\t.m7L^^ 
ttkii] 



oyOR** 

R*yR» 



R»=0 

[273 A iB^^i-S 





(26] [28] 

mons 

-g-^iSE^r^tf 5r^;i5t?#^o si^^^r^m. m^wm^n<^mw. s^s^ua ^ic 



Wb200S/063709 
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[0021] JSJ|SHk'^fei[12]i)Hk-fr'^[l2c]o«^ri.fi?3:itfft<^*fe 
Hbl2] 



*SJj;tt. *8ly>''^b'g•^[26]i^k'g'^[29]3^^:i^b'&^[30]^^^WiUigSiSX 
JlHomer-Emmons SiJ^-C*oT, Brl3*<0<b^te[26];Jl^b[28](0-ilS:^^fe 



XS2 




»B 



wo 2OOS/0637O9 
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xm 

;i^«cJ:Wfc-g^® [33]SrSjgU >(k;^ia[33]SriD*5^«"r5CtlcJ:!}. ^k^ife[i2 

.» 

c]?rSitr5-i:iSt?t5. i^i)^iaA<.6^»Scft-t3i. WSj&<Oib^m[28^i^[12hi 
[0022] R"x«R"*5fiaftSttT5ySro»^«:, ^Jx.tf j9:0*ifetcJ:o-CtSSii1- 




wo 20QS/063709 
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• IS2 

[0023] m^2 
Mki4] 




— Hct2 



R\ R\ R\ HetlXtmet2(taJiB^I^«'rfc5c X^ttCU Br. I. SR"S:^ 
U R*'W:r/u^>'^Srifii-o ] 

Rrt^tt. «»ISE*^ttigS<j:»aErti^ l&So#ft*fcn*#*T. 20-20 



WO200SA)63709 
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[0024] *fc^k^4&[i]ri.ft^4fe[37]Wk^[38]S:S!i&iie«o^^7i^!>^ 
v^/c*fe(«!lxtf. #4#^iiKlO, 11^119) Srfflv\ Sit-f-srit-e^^l 

[0025] jmsf{b^fe-ej>6{b^«i[37]«;. «yitf . 2, 4~i^T^yh/V'^vHk^®[i2]T* 

[0026] jgilsf'fb-g^ife-cfcS^k^^Easlii:. Hetl3&qk^^[2]c0S<D#^«. -^xitf. 2. 
6-v^p^fyv?:/^ffli>T. Hctl:dMk^^[3]<0S<^®'S'lt. «?llx«. 3. 5-:^ 
yn^fc^yv^^^^rfflV^r, Hetl;55fk^^[4](0S(O©^ll. . 2, 
b-yv?>'^fflV>r.HetldMb^^[5](^SO»^J;3:.^XLtf. 1. 3-v^/n^-<>-^ 

«5£<0S»4lcJ:t)t!ai-rsc:^:365-e$5o tit. Hetl36Hb^*[4](OSo»^W:. 

[0027] sifea . 
[^bi5]. 

o Me H 




[40] 



O^NH 




[39] 

[iCif . r\ R\ R\ Het2llflIBi:i^^"Cfc^o 3 



[la] 



wo 200S/063709 
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J7 



[0028] iS!mis^'fe)-cfc5^b^'^[39]tt> ■fk-g-ifei[37]iirS:^ia«o*&(eyx.ii. 
[0029] mff'fb^ife)-c*)5^l:^'fe[40]ti, , !|#I^S:»ilclB«®*ftU:!ec-cK5fi 

[0030] 



m.^. R\ r\ R\ R\ R\ R\ R'. R'« Hetl&tmet2tteSStl^^t?*)5o x' 

:^5^£;M;^b-g•ifeC4l]i:,^^m*^'^^^b^^fe[14]Xl^^ta;^X^b^tl[l5]<£:ffiV^ 



. (£ffl-r5JS«skoa«. E^a««::J:o-CM/i5AS» a^?> 30^-30«Fla!^as-t? 



[{ki6] 



M<H 



Me H 




wo 200S/D63709 
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[0031] WMt^^X*h^i^^m\.4\]\t^ HetldHk^^[4]OS(0®^Ji . ^X.lf. >fb 

^^cm> :^%/mt^kj^imm^\i. ^^nxmo^m. xn. Het 

[0032] Mife5 

[fbi7] 



[^<P. r\ R\ HetlRrmet2ttMiai:l3aT?J>5p X*tt. /NoyvSr^ro ] 
XS2 

-(k^^[43]i:T^>'[35]oiffi'^RJj:tcJ:*). >fb^fe[lb] (R*;65-ch -R"-efe^> 



Mc II 




wo 200S/D63709 
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[0033] iii^e 
Mbi8] 




[4S] 




[44) • 

[Atf, R\ R\ R\ Het2M:afliEfcl3^-CfcS. x'tt/^oy>'S^^•^-. ] 

fl:^(ft[44]i'fb#4&[45]xn«<b^«b©K#iPifi©l!MbR(£icJ;9,{b^[i 
c] (HetliSiC[10]©S^*>5{b-g-«j[l])«r8!!Si-5;itd5-e*5. 2-T 

[0034] *«WC*>a»575KSI^#:f±aff8«>:eSro**Eiii:Urfflv>5rti5-e#5^K 



WO'200S/063709 
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[0035] «iE©«R«illc^J:plc. 4*tf XiKl ic^ftftrWlcBBis^SJvT 

tf. Jiitt!Ji'/<ttajfius> fomxn 

¥Fm^iim>mmm^'y^m^<D^i^<p\c. «sjxtf o. 1-99. 5%. »*l<«: 

BCR-ABLf-a'»^-^— ^Pl||?SXttiStt#etteJlili^f&gE?i'JtLT©fflg 
LT. IHfcfctJ.O. l-1000mg/tho?«Sffl, »*U<W: l-500mg/tK^>$5ffl 

k^o t.ttl B 2-3lHllC:»SlUTS4--riri:'b-T?t5. 



wo 200S/D63709 
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[0037] 0^mi 

*H-NMR(CDCO 6:1. 39 (3H, t). 2. 48 (3H, s). 4. 36 (2H. q), 7. 29 (IH 

,d).7. 91{1H. dd),8. 46(1H, d) 

Xg2 

Xei-C#t>ixfc3-3— K-4-;^f'/V^SSK^^/V'44. 4gSrra*S<k^*550ni 
XS3 

3^— K-4- (4-^^jV\:'^=7iyl^-l-><;\^:^^M ^ A^B^ Ji^/V^ 

Xg2-e^#e>tly^c4-(y^^;;^^y^)-3-H-KS.&#g^:nf'/l.57. Og^^TKrh^ 
bKn77:/570inllC^^U ^g^y!>i^22. 8g4:^^. ^^^-Cffli^U^^i^^^N- 
p«^/Vf^7v^^^l2. lg(^xh7tKP77:^JS70ml«:205>JiiMtT®TUirCo 

y/U:;577A>5'n^h^77>r"-CifSSiU gW{k^fe32. 9g<^^&?ai^^^LT#fCo 
'H-NMR(CDCl) 6 :1. 39(3H. t). 2. 30(3H, s). 2. 51 (8H, br), 3. 55(2 

3 

H, s). 4. 37(2H. q); 7. 49(1H. d), 7, 98(1H. dd). 8. 48(1H. d) 

xm4 



wo 200SyD63709 
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Tyw=^i^#lfflST. XS3•t•#?>^^fc3-3-K-4-(4-p«^>'^t'-^7i^>'-W/^ 
j;K34mg. 3C7^k^l9mg. byp<f'/V'i/y>rWT'fe^WVl. 65ml. hV^i'ji^T^^SS 

*H-NMR(CDCO 6 :0. 27 (9H. s), 1. 39 (3H. t). 2. 29 (3H. s). 2. 52 (8H 
, br), 3. 72(2H. s), 4. 37(2H, q), 7. 53(1H, d), 7. 95(1H. dd). 8. 12(1 
H, d) 

0%/<^^^?l>J^K^260mg^^^, g?a..4atm-C15^P^7K^^L/c. 
jfi*U ffi»[<0®«S:JSJET<ce*UT. fi^^l. 83gSrllfe}ft^R^i:V'^#fc 

o 

'H-NMR(CDC1 ) 5 :1. 24(6H. t), 2. 33(3H. s), 2. 53(8H, br). ,2. 75(2 

3 

H. q), 3. 54(2H. s). 3. 72(2H, q). 7. 39(1H. d). 7. 8l(lH. d). 7. 87(1 
H, d) . 



wo zoos/063709 
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zmmmsmutc 7K*»T. EJS:aEt-lNieKlOmlSr*Dx"Cl>|PUco 7k«r 

'H-NMR(DMSO-d^) 6 :1. 18(3H. t). 2, 28(3H, s). 2. 51(8H. br), 2. 7 
3(2H, q). 3. 51 (2H, s). 7. 39 (IH. d). 7. 72 (IH. d). 7. 77 (IH. s) 

XS7 

Xg6r^§?>tv^c3-3i^;l--4-(4-p«^/Wt--<7i^^^-l--f>'^;^^>'^)^S§K 
^^«2 

'H-NMR(CDC1 ) 5 :1. 41 (3H, t), 2. 55 (3H. d), 4. 40(2H. q), 7. 37(1 

3 

H, d), 8. 09(1H. d), 8. 28(1H. s) 

X^.2 

#%«?9 1 (X82) t l^flSO*&-e. XSl-e#btufc4-p<f'/V-3-by :7;V':^n;?<^ 



wo 2005/063709 
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' . -* 

'H-^«IMR(CDCy « :1. 41 (3H. t), 2. 30 {3H, s), 2. 50 (8H. br). 3. 71(2 
H. s). 4. 41(2H. q). 7. 92(1H. d). 8. 18(lH, d), 8. 29(1H, s) 
IS4 

^nm (IS6) tnm>-)3^-^. xs3-c#bixfc4-(4-^^/V'f '<9i>v-i- 

'f/^;^5^>'^)-3-^!;7/^*ap^9^/^$,&#K3l^/^S:ffiv^rS^JiUc. fcfcL, RJS 

?ffttlN:KK<Of^i:>')l-filSKSrAPx.TgH4(pH3)tLfc, 

aittSfefeS ia;S233-238'C(i>«) 

4-f4-y»/wfcr-<7-:?v-i^7uy'?"yv-)-3-hU7yw:j-i3?t'f-yw.><vy^/i<~»o'jK 

##«!91 (XB7) tl^airo^Jfe-e, xe4t?#e>Jxfc4-(4-^^/l'f -^yi^^-l- 
■H-NMR(D O) 5 :3. 02 (3H. s). 3. 81 (8H. br). 4. 70 (2H, s). 7. 91 (2H 

2 

, d), 8. 32(1H, d), 8. 44(1H. s) 

0^m2um-5) tmi^<o:^m-^. iS2r3-^h^'>-4-pt^/v$As^f- 



WO200SA)d3709 
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'h-NMR{D O) 6 :2. 90(3H. s), 3. 57(8H. br), 3. 83(3H. s). 4. 43(2H 

2 

.s),7. 42(1H. d),7. 55 (2H, m) 

0m\4 . ' 

#^{?92i:l^«Oi^jfe*t?. xSl"e3^pn-4-7<^>'vSS«=S^^fflv>TSi3tLirc 

'h-NMR(D^O) 5 :3. 07(3Hi s), 3. 84(8H. br), 4. 71 (2H, s), 7. 79(1H 
, d). 8. 06(1H, dd). 8. 21(1H. s) 

#%0^2il^«<o:&^fe■x?,xg2'eN-3:^/^^-<7i^v*ffiv^Ti^^g^ 

'H-NMR(D O) 6 :1. 33(3H, t). 3. 34(2H, q), 3. 29-4. 10(8H. br). 4. 

2 

75 (2H, s). 7. 92(1H. d). 8. 31 (IH, dd). 8. 42 (IH. d) 

[0038] 

nVK mm 

xsi 

##fifSl(I^.l)i:I^fll<o*fe-Cs 3, 5-i^^pp-4-^^;w^Ji.SK(4#M¥6-l 
92i96-^)Srfflv>, gjKEttp«^/-^^Srfflv>Tli!5iLfco fcfcU a^fiEfelie^y;^??^ 

i»jfi49-50t: 



wo 2005/063709 
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IS2 

pp$S#g^^/K RX/(S)"(-)-3-(v^;'^>'^T^/)t:'nyi^>SrfflV>Tl[3iUc 
'H-NMR(CDC1 ) 6 :1. 63-2. 05(2H, m). 2. 18(6H. s). 2. 51(1H, dd), 

3 

2. 62-2. 94 (4H, m). 3. 91 (2H, s). 3. 93 (.2H. q), 7..95(2H, s) 
XS4 

##«l(XS6)i:l^«<0*&-C. Xe3-C#e>*tfc3. 5-i?^PP-4-[(S)-3-( 
'H-NMR(D O) 6 :1. 84(1H. m), 2. iKlH. in). 2. 69(6H, s). 2, 77(3H 

2 

, t), 3. 15 (IH, dd). 3. 64 (IH, qn), 3. 86 (2H. s), 7. 63 (2H. s) 

Xg5 

#%^l(Xg7)i:I^«cD*S-C. XS4-C#bttfc3. 5-i^^PP-4-[(S)-3-( 

i:^;»«^/^T^y)t^pyi^>'-l--fyM^/^]^S#fi6**fflv^rS^5gL/c^ ittzL. R 



wo zoos/063709 
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Bk;jS210-2l9t:(5>«f) 

mm? 

4_(yn^p<f^/W)-3-hi;y/V:*-op<f"yU^S#®^^^>'K#%«^J2 (Xg2) ) 6.2 

'H-NMR(CDCy 8 :1. 41 {3H. t). 3. 38(1H, s). 3. 50(1H. s), 3. 67(3H 
. s). 3. 73(3H. s). 4. 41 (2H, q). 7. 75(1H. dd). 8. 18(1H. d). 8. 34(1H 
.s) . 
XS2 

TkTkSriDx. g*g^^f'yw-C2lHl*4tULfco *«®SrfiaSiA^7k-CJ5fe}^ft. Sit 
Se-^^^e/!?A-e«;j!S|L. «ffiTlJ:SfiE«re*Uco a9<aS:^'!^;^y>'^:^7i^^i3-^ 

"H-NMR(CDC1 ) 6 :1. 4l(3H. t). 2. 29(3H. s), 2. 29-2. 55(8H. m).. 4 

3 



wo 200SyO£l709 
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. 41 (2H. q), 6. 45(1H, s), 7. 32(lH. d), 8. 14(1H, dd), 8. 32(1H, d) 

-r!Jx>'p<^/^)-3-h!;7y^:^ap^^/^^S#»3l^/^^:fflv^rS^5tl:>^ 
*H-NMR(D O) 6 :2. 30-2. 79 (8H, m). 2. 43 (3H, s), 6. 51 (IH, s). 7. 4 

2 

2(1H, d), 8. 14(1H. d), 8, 20(1H, s) 
Xg4 

^yf'>';<5^/V')-3-W7>»v;«-Dp<^/V«A«KSrfflV>Tai3iLfc, fc^£U 
'H-NMR(D O) 6 :2. 10-3, 00(6H, m), 2. 72(3H. s). 3. 33(1H, d), 3. 

2 

48(1H. d). 6. 45(1H. s). 7. 15(1H, d). 7. 85(1H, d). 7. 94(1H. s) 

Xgl 

/W(#%^J7(ie2))l. 57gSrP«^'y-/^32mHCg«U 10.%/N7i^5^iK^«78m 
g«:^Ur. ^?a. latm-C24^Rl7K5S^bfCo ttME*«*«. jl8»<^®«ESr« 
T»-e*LfCo StJ«P«^y--vV32mlK:S«U 10%/>-7i^t>iH^3R78mgS:aMra 



wo 2005A>63709 
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*H-NMR(CDCU 5:1. 4l(3H, t), 1. 47-1. 69(5H, m),.l. 94(2H. t), 2 
. 33 (3H. s). 2. 79 (2H. d). 2. 95 (2H, d), 4. 40 (2H, q). 7. 37 (IH. d). 8 
. 12 (IH, dd). 8. 31(1H. d) 

IS2 

4-(l-^^;Wb'^Uv^>--4-^/v^^>^u)-3-KU7yV:^Dy^yi^^>^#6^ 

^^mi (xS6)^i^«<D:&ffi-e. xei-e#e>tifc4-(i-;'^/^f-<!;i:^>'-4- 
-^'yM^/u)-3-hy7/i-:^op<^y^^S#g^^5'>'^$r^v>rM3£L;r^ /^c^tX. fi^ 

m&n& iK;SS247-250t:(5^«?) 

1 (xg7) x@2r-#?>ttfc4-(i-^^/vf-<y^:^v-4- 
^/^;^^yW-3-^y7/^^^p<^/^^S§^^ffiv^r»JtLito :^c/cL. KS^^S 

mm^& iKv§;i57-i64t:(5«») 

##0tJ9 

3-i^yi^3hpy^yW4-(4-y^yi^fc'--^7i^>--l-w^/M^yi^)^ M 
XSl 

3-3-K-4-y^ yv^a#g&t-y^yw 



WO2005/D63709 
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3-3— K-4-p«f=-/V$^§K26. 20g*t-:/^V^TyW'=i— yVSOOmllcSaU. 
o SiSlCn— ^^f-vsOml^rJDx.. [^«o»f^S:fTofcS. ^ateSr^^y:^?^/!-;?;? 

*H-NMR(CDC1 ) 5 :1. 58(9H. s). 2. 47(3H, s), 7. 27(1H, d). 7. 85(1H 
a 

. dd). 8. 39(lH,d) 

T/W>^#H^vT. X^l•C#?>t^fc3-^-K-4-^^>'^^E^Sh:-y^/^7. 00 
g4r«l*rh7tKP77>'200mHJ:^»UK7-<T>r;^-Tirh>-?S'X??^^ 
n-P^^/wy^!>A(l. 6M n-^^1^:^^^)l5. 5ml4rrt?a-66rWT-CJBTL 
fCo 5^^SI^. N. N-:^;^^/W*yV'i.r^K3. 4ml*r5^>Pai»JtT«TU 50^>» 
Wl^tZo *10dmlS:»?>o<?)i:?RTU ^m*-e#«a«. ftl 
7K»EBh5'^^i/!>ATftj!aS. »ffTI-&j!ttS:e5feU/Co gSe«»Sr>y*y^w:<?7A 

iBuS53-55*C 
XS3 

3-i:^;U^n^^>fW4-yf^/i^^,^#^t-y-^yU 

T/W=f>'#H^T. Xe2.T#bnjt3-3j^7V^l--4-^^/V3:,6#S^->^^/^3. 
76g^^S7Kffi{k;<^v:^l7mH;i^ft?Uf-/^7r-hy:7yP;^-yK v^:i^^/^7^V n 

6?j^b^®33. 10gttSltfeJft#^4^i:UT#fc:o 

'H-NMR(CDCI ) 6 :1. 60 (9H. s), 2. 49 .(3H, s). 6. 77 (IH, t), 7. 29 (IH 

3 



wo 2005/063709 
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, d). 7. 98(1H, d), 8. 10(1H, s) 

IS5 

##^1 (xg3)^f^«(oj^fer\ x@4r•#b^^^c4-(>^^^p<f•>rv)-3-^^7y^ 

'H-NMR(CDC0 a :1. 60 (9H. s). 2, 28 (3H. s), 2. 44 (8H. br), 3. 64(2 

H, s), 7. 31 (IH. t). 7. 40 (IH. d). 8. 01 (IH. d), 8. 24.(1H, s) 

XS6 

#^«i (XS6) hWmr>^^^. xS5'C#bttfc3H:^/i-3hi37«^yi-4-(4- 
i\.tdmmi\^. i^^J-A^il^^. ^S«^Sr»icL. T-feb^h 

Mfei^s ia;Si6o-i67t:(4>«) 

XS7 

#%fl?yi (Xg7) ^|^«<^J& ST. Xg6T#b*Vfc3-:>7/^>i-npt^yi^4- (4- 
M&ifeS i»^217-222t:(:5«i?) 
^#0010 



wo 200S/063709 
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9(XSl))^:fflV^rSiitUc. 
XS2 

'H-NMR(CDC1 ) 6 :1. 59(9H. s). 2. 30(3H. s). 2. 30-2. 60(8H, m). 6 

3 

. .16(1H. s), 7. 21(1H, d), 7. 90(1H, dd), 8. 40(1H. d) 
XS3 

##«9 (XS2) ^|^«<^*&-e. Xe2"t?#?>*Vfc3-3-K"4~(l-^^yHf-<y 

*H-NMR(CDCy 5 :1. 61 (9H. s), 2. 30(3H, s). 2. 22-2. 60(8H. m). 6 
. 66(1H. s), 7. 93(1H, d). 8. 15(1H. dd). 8. 46(1H, d), 10. 27(1H, s) 

X@4 

Sh:-:/^/V4. 75g^il7k;^i5^y--/v.47. 5mU;i^^L. 7K7K?^T'T?»J$Uc, 
{t;^l>^^hyi7i>.689mg^^J!jDU 3. S^Wi^SlSI^L/Co ^?DK®7k^*:M^ 

{b-&»2. 4lBSrJlfeT^/^7T;^i:l;r#fc. 



wo zoos/063709 
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*H-NMR(CDCn 5 :1. 59{9H, s), 2. 11-2. 6l(8H, m). 2. 29(3H. s), 4 
. 68(2H, s), 6. 36(1H, s), 7. 17(1H. d), 7. 97(1H. dd), 8. 05(1H, d) 

^SSKt-:/^yW2. 41gSr^^y-yHcS«L. 10%/'?7i^!>A^^241mg?:^ 
AlU ^ta> 4atm-C2^ra*3R^UtfCc 10%/^7C^»?i^^^241mg$:^inJL. ^ 
4atmT-^bJc:i2^P«l7K^^Lfc. S^E^JS^U ig?KlC10%/<7i^l>i^^^ 
482mgiS:^DL> ^itx 4atm-Cf?i;22^rt7K^^iOLfc. MjSE^M^b. SatS: 

*H-NMR(GDCI ) 6 :1. 25-3. 15(llH, m), 1. 58(9H, s). 2. 39(3H, s), 

3 

4. 73(2H, s), 7. 19(1H. d), 7. 84(1H, dd). 8. 02(1H, d) 
XS6 

ryl'=^>'#H^T> bAST982ingS:«*i^^nn;»t^viOmHC^j$¥L. K^-^T-f 
jx-r-fehi4ff-e?&SlSl$Lfe. Xg5-e#e>^^fc3-bK^:^^'^^>r^-4-(l-p<^/^ 
fcr^!;i^-4->fyVp«^yV)*S#fi6t-:/^>rn. 77gC0it*i^^nn;»(^^/^}«(l8 

C«[«U fe^^«ij954mg*:jSfeJft*i«ltLX#fCo 

XS7 

3->^/w;^p^^/w4-(i-y^/i^e^';v^:<-4->r/M^yw)^.^#^ 

(XS6) tmm(D:b^X\ XS6-C#?>tv:rc3-:7/W;^n;<^/!^4-(l-^ 
^/^t•-<lJ^^>'-4-^/M^/w)$E^S?t-y5^/^^fflv^rMitLfCo iTcjTcL^ tK^St 

Xg8 



wo 20OS/06T7O9 
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& 

0nmiTS7)mi^<O:^mX\ XS7T?»e>ixfc3-7yW:tny^yl-^-(l-;.« 
[0039] ^#0911 

Oml4r354>d*»tT}gTL. SfelC303>aj$Lfco 4-7/V';*-P-3-hy7^^:*-n 
•^ATkSJKs ^^:v^■e*S^iPx.fc«. ^JSESrSffififfiLfco aB'»iS«K3i^yi-"T?2 

S4^66-69t: 

XS2 

^vZ-hy/n. 0gi::JL^/-jV20m[\mmU lN7tc^>ffci-^h!J!>A7KS?fSl7. 6 



WO200S/0d3709 



45 
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iB^254t:(i>») 

$J^^mOOmz^^yi(iW\^^>\m^U ^^b^^^-^i'K). 94ml, MtKN. N-i^p« 

fp (pH7)L, ft*j^!feri->y;*y>'w*7A^B-5'hjy77-<--eiKSULfc. 

Mfe^S ill^206-209'C(^>/K) 

4-r4-(t-yh^v';;t7/l'/K^/V)t:'^9i^V-l-^/M'?-/Wl-3-h';7/V'^P7''?^/W^ 
#a|«2(XSl-4)il3«©*ffi-e> xm3-eN-(t-7'h^f'>'*>'U3)?=/l')li'--t7 



WO200SA)63709 
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ilfei^S B^l3l-136t;(5>«l) 

'h-NMR(CDC1 ) 6 :1. 41(3H, t), 2. 54(8H, br). 2. 56(2H, t). 3. 62(2 

3 

H, t), 3. 71(2H. s). 4. 41 (2H. q). 7. 92(1H. d). 8. 18(1H. d). 8. 29(1 

H,s) 

X5g2 

T/V='^^#BI»Tx Xei-e#e>ixfc4-[4-(2-t:KP^V3^^>'^) t'^^i^i^-l- 
yw^^yW]-3-H;:7yV:^P7«^>'i^SS#K^'^>'V4. 50gS:«7Kt^^ nn;^^ V90m 
UCS«U K7^r^;^-T-fehV»-C?ftaiffil^bfc. DAST4. OSgi^^TKi^iJ'nnpt 

^?&'X?2^r5ffii^Ufc. Sf£^«iC7)c^ta^^®^7K^:^M^!>A7K^jSioomi$r:tjp;t 

'H-NMR(CDC0 6 :1. 4l(3H, t). 2. 56(8H. br), 2. 65(1H. t), 2, 79(1 



wo 200S/0iS3709 
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H, t). 3. 71(2H, s), 4. 40(2H, q). 4. 46(1H, t), 4. 70(1H, t). 7. 92(1H 

, d). 8. 18(1H, dd), 8. 30(1H. d) 

IS3 

#^ 

&^t^& iB;fel52-156t: 
XUl 

4-[4-(2H:Ko:3^V^^/V-)l:"^7i^>-l--Y/^^f'>^l^]-3-hy>^y^^ 
S§^^^/K##0yi4(XSl))2. 82g$r*l7KN, N-v^^^AJ^yWAT^KJcS 

uximm^\^tio Kj^m^i^^M^. m^^^^^^x^m.. mimmr^^^i^ 

-T«KU iW^b^'KjS. 70gr««feffliK^^LT#fCo 

'H-NMR(CDC0 6 :0. 06(6H, t). 0. 89(9H. t). 1. 41(3H, t), 2. 53(8H 

, br), 2, 54 (2H. t), 3. 70 (2H, s). 3. 76 (2H. t), 4. 41 (2H, q), 7. 93 (IH 

. d), 8. 18 (IH, dd), 8. 29 (IH, d) 

Xg2 

4-\4-{2-t-:f^jV'^?:^^fV^yyJ^'y:^'f'jV)\f^y^^^ 



wo 200S/063709 
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*H-NMR(CDC1^) 6 :0. 05 (6H. t), 0. 88 (9H, t), 2. 76 (4H, br). 3. 04(2 
H. t). 3. 14 (4H, br). 3. 76 (2H, s). 3. 97 (2H. t). 6. 26 (IH, br). 7. 74 { 
IH. d). 8. 19 (IH. dd), 8. 36 (IH. d) 

[0040] ^^mie 

TMl 

'H-NMR(Cbcy 6 :1. 41 (3H. t), 2. 25-2. 60(3H, m), 2. 80-3. 07(3H 
. m), 3. 48(1H, dd). 3. 70(2H, s). 4. 40(2H, q). 5. 53(1H. s). 6. 89(1 
H. s), 7. 91(1H, d), 8. 19(1H. d), 8. 29(1H, s) 
Xg2 

/W34ml{cgj»L. i^-^-zf^/i^i^P/U^i—H. 96g$r^SnbT^m"e3»*Rga# 



WO200Sy063709 



49. 



PGT/JP2004y019SS3 



»^124-125t: 
IS3 

4-r(s)-3-(t->^>^ix^yi^d ?=i/uT$y)-2-3h»yfc'pUi^:^-i-^^^ 
xsi 

(S)-3-(t-y}^t^:*/VoKriyvr$y)l:*nyi;>'-2-;i-i^0. Med. Chem. , 199 

9. 42, 3557-3571) eegmgSrf'hytKn^y^^-N, N— Z^p^f^/l^/i^v^V-^T^KO: 1 

)30mitc^«L. TK^mwLtc. eoVoT^miti-hvc^j^^mwu 2o^mnLfz^ 4- 

o^p^^yv) -3-hy :7>rU^P^^yi.^,g.#®3i^/i. (##0112 (XS2) ) OT^b^b 
Ko:77>^?S(3ral)Sr?BT#. 7k?&«r^U ^ilT6^raffii*Uc. .^^&?S^&S] 

ia^93-95x: 

TM2 

4-((S)-3-(t-/b^v^;6yV;|?3^yU7^/)-2-;f^yifpVe^>--^-^yw^?^yw)-3 



WO200S/063709 



SO 
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*H-NMR(CDCg 5 :1. 47(9H, s). 1. 89-2. 09 (IH. m), 2. 52-2. 73(1H 
, m). 3. 30(2H. m). 4. 34 (IH, m), 4..65(1H. d). 4. 79(1H, br). 4. 88( 
IH, d), 5. 41(1H. br). 7. 53(1H. d). 8. 20(1H. d), 8. 37(1H, d) 

#%^J18 

XSl 

5^T-fe^/Wlfy5i^V(Khim. Geterotsikl. Soedim. . 1981. (7), 958-962) 
*nS»3a«L:/ho KJ£i«Sr»»g. i>g<Oi^-Yy>^nif /wa:^7^/i.S:inxX«f WSSr 

mwiU Bi^ib&mi. 52g«:a^sfeiefittr#fco 
i8jai33-i35t: 

XS2 

l-i2-;^i'Ji^5-=^h^y:r^=^/i-)^T=^i^y mmmm^W-e-S7S34^) 135g 
^?:iSi@Lr+4Mc:7ki5feL. 60t:-x?aSg;jliLT. @ W<k^ifel02g«rg^||fe^fB 
ia^i35-i42t: 



wo 2005/063709 
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. 5lg^c,xS2"e^lbnfcl-(2->«f*/w5-=^o73:rly^)^^7^>^^^l. ees^m 

iK;^200-203t: 
IS4 

«<o^jSE«:«jEe*L:fco mmt^riuit^ji^AK^mu m^^m^mi-hWJ^Ti^ 
ja^i64-i67t: 

3-r4-(5-yn^b-Ui;^^-3-^/W)h-U$i:^V-2-^yV7$y1~4-^^yV7c::UV 

. 09gSr*fe3|$fitLT»fc« 
ia^.72-74t: 



wo 200S/D63709 
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XS2 

gl'C#?>tt/c5-yn^=.=i^/^/i-^ni;K4, 08g<OhyWJi>!SfflJKlOiiiiSrl55> 

mk^'^. ^7Kfi^^-^i/^V!>i=sre;jftL/c, ^tt^(5t>'je!iMOIWY433)0 
. eOg^riUxL-ClO^^jt^cfiU Stt^^ifi*^; iS«?^«JES«gLfCo a^«9iri/!J:^? 

i»;SC87-89. 5*C 
XS3 

Xe2"C^t>H^t3-7-fe^>^5-:/o^l^yi^V859mg|CN, N-i^^^^-.'W^i^/^A 
r^K i^T^^yk T'fe^-vV/563mg*8aBlUl«Frain^SJ«Ufc.ft}^«.K^Sf^ 

-y^/i^-cacjf LTSSjL. g M^b^<a860mgSr|Sfeifeai:LX#fCo 

18^131-131. 5t: 

Xg4 

2-r4-(5-yp^b;'Ui:>>^^-3-^/w) bry$v?^^-2->r/wT$yl-i -y^yi^4-^hp 

X^.3r*#e,ttfc 1- (5-:/o^l:'y i>>'-3~>r/i-) -3- (i^;^^/VT^ /)-2-7'n'< 
:^-l-:t^^833mgilU^l-(2-/f'/W5-;:^hn73:::^/V) ^T^i^^' (##086 
2))634mglc2-:/n>'V-A7mlS:88!lDL. 17^Rliq{aS«ffiL/t> RfS?$«riS:?R 
*FftaUfct£SS:«»L. i^^^yw:i:-xywt?a5}^Lr. B W^k^«)823mgS:g(E 



wo 200S/063709 
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iK^206-208*C 
IS5 

x^^U ioot:-e^bic:i5^J[)P^a^Lfc.SiJ??K^»^S.7k^iDx.. 10%* - 

X.Tigfajb.«5lU 0Wfb^®528mgSr||fegS^Lr»/Co 
ia;Sl29. 5-130t: 

Sl^l61-163t: 
XS2 

l-;<'^/W4-=Kp-2-r6"(3-CT-^yV)t'U$i:;^^-4-><yVT$y1^:^> 



wo 2005/063709 
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>^-g>'2, 00gS^h7t:Kn77i^.80nillC^«L. T/V=^>#ffl§lT. i^:r,^J\^(3^ 
SrUHft^P^. ^?a-C«i$UCo Jkmi\:J3WJ>.l. 27gXi;?7Kl0mlSr^UT. 6 

1. 43gSr3lffe3efBtUr#fCo 

itt^l87-192t: 

XS3 

Xg2*T?|#^tvfcl-p«^yW4-r;hD--2-[6-(3-e!jyyV)h*!J^i^i^-4--f/l-r^ 
mWLtCo TyW:^Stffl^T. ^KT>^^l>i».3. SOg^^DL. m?&90t:i?4P$Pfl 

»JS176-I79t: 
[0041] ^#«21 

4-y^yW3-r6-(5-tfU$ i^nyl.)t^iJ$i;>^-4->f;i/T$ylTziUV 

l-><-^/W4-:^KP-2--r6-(5-l:'U$^^^/V)h'U$e^y-4-^/l-r$y1^y'^V 

2-[ (6-^np) If y v:^v-4--r/ur^y]-i-^^>'W4-^ha-<>-^^^ (#%^J2o 

(Xmi))3. 28g$r^*:^^y-/V130mI(cAn|gi^<»L;fCo i^tKo^i/(5-f y^v^ 

t/rh7^;^(hy:7aii:^yw/iv;^7^y)/>*7v>5'A(o)2. i5g^m^W}m.7. mm 



WO200S/0ti3709 
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iB;i5257-26lt:(:»«) 

iS2 

##«)20(XS3)^(^«O*&r. Iel•C#e>i^fcl->^/l^4-c::^o-2-[6- 
1. b^r^mofco 

MfeeS iK^98-102*C(5>«) 
#:#0»J22 

2. 4-i^^notrj;i^V2. OOg. 2-p<^yW5--hnr=y V2. 26g. S^&t^<yi>i/J^ 
(II)121mg. (±)-2. 2*-\fMi^:^=^J^^^y^y)-h V-ir^7'f'JH(±)-B 
INAP]336mg2lt/^Bft"fe^^-^6. 16gj2:h/Wa:V120mlSrSanJL. ryV.=fy#H 

T?5fe^b. @ Wib^tel. 22gSrllfeSStLr#fco 
iii;Sl30-133t: 

1-y^7l^4-^hP-2-r4-(5-t'U $-:^:^yW)b'Uv^V-2-W-yl^T$y1^y-^V 
Itt^Lfcr h^tKn:^^^-* (1 : 1) 120mnc, XSl-C^?)nfc2-[ (4-^C2a) If 

!;>?i^-2-^>'ur^y]-i-p<^/i— 4-^hn^v^yi. ysg. v^tKD=^v/(5'-e'i;^v? 



wo 200S/D63709 
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iii;gL229-230t:(^><g) 

xea 

ia^i79-i8ot: 

#%{^J23 
XSl 

##fl^22 (XS2) tl^«<0:&ft-C. v?:Ji^/V(3-b-!;>?/l-) V ^r5^3tU 

^;\^J:^-/^y—ji^^mx.Xt^^Hit\^tio 
efeJS^B ia;fei70-l73'C(5J«f) 

Xg2 

]-<vif :^l26mglc®jSg^lml5:^U 60*C"CiaSRa}$Ufc3655)«^b1-f (11) - 
7K?Pife465mg(?5a4e^}«lnilS:»J!niU5fco »*lC100'C*-C#aU. lOO'C-C^^ 



wo 2005/063709 



57 



PCT/JP2004/0195S3 



Ja^l83-I86t: 

^16. 66gS:»Lfco S?&-C16«Fra»j^. E^£ISS:*7k-C*«U. l&ft^K* 

7A^n-7h^7:7^--C«li4U iWft'&toS. 42gS:i^feilSfii:LT#fco 
IBj^ 137-138*C 

l-:^^/vt:*^^i^:^-2-;&/V7K^^^$K Z.mmm 

^K5. 40giJrp<i5'y-/W29inllC^S?US^^^y-/KReagent 10. i^^^k*) 



wo 2005/063709 



SS 
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mmi^. mms. eemU 37%*/W^T/l^t:K*Sffi4. 12g. Wr-feh^v'TKS^b 

'H-NMR(CDCn 5 :1. 44(9H. s). 2. 2l(6H, s). 2. 49(2H, d). 2.6 
0-2. 80(1H. m). 3. 50-3. 70(2H, m), 3. 90-4. 10(2H. m) 
XS2 

##«26 

xm 

(S)-3-r^/-l-(^>i^/W:^V;t7>'V2K=:/P)t'n!;v?>'(J. Med. Chem. , 199 
2. 35, 1764-1773)1. 40gO^h7fcKn>'7y28inlSffi(C, tK^^SJ^T. 
1^5'A2. 6g^<tp{b^^/H. Om\m^. 24^raftJ$UCo RfS^rSSrSJES^^^ 

OgSrl^feJffil^^^bTmo 

'h-NMR(CDC1 ) 6 :1. 01(6H. t), 1. 60-1. 90(1H. m). 2. 00-2. 20(1H 
a 

, m), 2. 50-2. 70 (4H. m). 3. 05-3. 40 (3H, m). 3. 50-3. 80 (2H. m). 5 



wo 200S/063709 
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: 13 (2H, s). 7. 20-7. 40(5H, m) 

xm 

(s)-3-(N.N-:^:n^yw7$y)b-PUv?:x nmmm 

■• 

^#{R|27 . ' . 

(R)-l-^yi^>'W3-(p-^y^^V;^/^2^:ci>'^:^-^e^)lf^yi^^^a. Med. Chem. 
, 1992, 35. 4205-4208)2. OOgSr^^^y— yW12inH2:S?<KU l^Py^^^^l. 63gS: 
JOx. «1f *140t:-e20«fraffi»LfCo Sl£»^Sraffifi«g«. *S:iDx. ftK^^i^ 

*H-NMR(CDC1 ) 5:1. 65-1. 90 (5H. m), 1. 90~2. 20 (IH. m). 2. 30(1 

3 

H. dd), 2. 40-2. 60(5H, m). 2. 70-3. 00(3H. m), 3. 61(2H. s). 7. 20- 

7. 40 (5H, m) 

XS2 

XS1T'#?>H*: (S)-l-^yi?/W3-(l-K'nyi^=>'W).K"D!J5?vo. 97g|:3i^/' 
-yl'30inHC»/»U lNie»4. 21mlSriOx.fc. 10%>'<7i?!>-fc.^^l. 68gSrllOx. 



wo 2005/063709 
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fas. 4S)-3-(i:^:>t^/vy$y)-4->ti^'>i:'pU -:^> ^mmm 
xsi 

#^fifa25(xgi)tl^«<o*ffi-^. (3S. 4S)-i-(t-:/h:¥e/:<7/V'3Kn^)-3-t 

ppd|ri/-4-y^ywr^)t'Dyi/>'(Tetrahedron:Asymmetry, 2001, 12. 29 
89-2997)^:ffll/^TS^3tLfc. fctzU S:Ji^^^7K^^TmPfl^TV\ RJi^J^ftlNTKK 

/w-c2iH]aaLfco 

*H-NMR(CDC1 ) 5 :1. 46 (9H. s), 2. 33 (6H. s). 2. 65-3. 40 (4H, m), 3 
. 95-3. 85 (2H. m). 4. 26 (IH. dd) 

XS2 

(.qs. 4s)-^-(t-'yK^i/:fryvd;=:/u^-3-^:;> t'^^by?y^"4-?t^»-^^ 
Mb7«^^n. 59g«:Jox. 7k?&a#t> igi-e^btifcos, 4S)-i-(t-:/h^i/ 

'H-NMR(CDC1 ) 5 :1. 46(9H. s), 2. 29(6H. s), 2. 70-2. 90(1H, m). 3 

3 

. 15-3. 40(2H, m), 3. 35(3H, s), 3. 45-3. 90(3H, m) 

X^.3 

##firj24(XS2)i:[^«<^*«fe-C. XS2-C#?>ttfc(3S, 4S)-l-(t-:/h=¥V 



wo 2005/063709 
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*H-NMR(DMSC)-d^) 6 :2. 73 (6H, s), 3, 05 (3H, s), 3. 23-3. 52 (3H, m 
), 3. 61-3. 82(2H, m), 4. 27(1H. m) 

##0029 

Xgl 

(2R, 4R)-i-(t-yh^i^;</yi-3K=:yv)--4-tKci*^e/-2-^^y^fc'nyi;>'0. Me 
d. Chem. . 1988. 31. 1598-1611)1. 02g9^S*i^^nnj?«^>'10nil^«tJ:. b 

jtUc KJ£ffilC7K«r*D^. ftK:i^^/V-C2!HiaffiLfCo *»®«r'g^^^. IN 

1. sAgim^m^^ti^xntco 

'H-NMR(CDCy 5 :1. 2l(3H, d). 1. 46(9H, s), 1. 75(1H. br), 2. 31(1 
H. br), 2. 46(3H. s). 3. 40(1H. dd). 3. 62(1H. m). 3. 95(1H. dd). 4. 9 
7(1H, br), 7. 36 (2H. d), 7. 79 (2H. d) 

Ig2 

Xei'T?^?>n/c (2R, 4R)-l-(t-:/h^exi&/W2K;i/W')-2-p«^/V— 4-(p-h>'W 
3:y>v^33^-/^:^^i/)tr^i)s;>'l. 99z\Ci^^irj\^T^>(2M^^J—/i^^iS)S0m\ 

^yA^ti-vh^yy^-i^nmiU 0 W{b^«l874mgSrtSfett«'fe^bT#fCo 
'H-NMR(CDC0 5 :1. 27(3H. d), 1. 40-1. 46(1H. m), 1. 47(9H. s). 1 
. 80-2. 57(3H. m). 2. 24(6H. s). 3. 02(1H. t), 3. 85(1H, br) 



wo 200S/063709 ' 
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##«24(X§2)tl^«<0*ffi-C. XS2-e#e>tvfc(2R. 4S)-l-(t-yh:^V 

'H-NMR(DMSO-d^) 6 :1. 38(3H. d),.l. 89(1H, m). 2. 44-2. 57(1H. 
m), 2. 78(6H, s). 3. 53-3;69(3H, m), 4. 03(1H, m). 9. 51(1H, br). 1 
0. 29 (lH.br). 11. 61 (lH.br) 

(S^) -3-rN- (t--/h^^^itj/U:^.=^/V) -N-:>t ^yur $ A t^nU^^V 
XSl 

{S)-l'^:>^JjU-3-'U^^/VT^y^n})i^l^(J. Med. Chem. . 1992. 35. 42 
05-4213)0. eTgSre^^^nnT^^^-SmltcSFffU i^'-^-:ff'M:^i3/l^-)—hO>i^^ 

i/y*y^V';3t;7«^^n-^h^77^--e»i8U BftKb-g-ftiO. 80gS:«lfeifttt«ii:UX 

*H-NMR(CDCO 6 :1. 44(9H, s), 1. 60-1. 80 (2H, m). 2. 00-2. 60(4H 
. m). 2. 82 (3H. s), 3. 49 (IH. d). 3. 65 (IH. d). 4. 77 (IH. br). 7. 20-7 
. 35 (5H. m) 
Xg2 

(S) -3-rN- (t-y K^->:^yV2}^^7V-) -N-y-^/ i^7$ A \fu^PJ> 
T^/]l:'nyi^yO. 80g^^^>'-/H8inllcS:jS?U 10%/^7i?5^-&^iK^l. lOgSr 
-fb^feo. 42g*Mfe«<ftfeiLr#:/t> 
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'H-NMR(CDCg 6:1. 46(9H. s), 1. 65-2. 10(3H, m). 2. 78(3H. s), 2 
. 70-3. 15(4H, m). 4. 60(1H, br) 
[0042] ^#0iJ31 

4-(^p^y^yl^)-3-HJ:7yl^3hpy^yWN-f4-^^/l^3-r 4-(5-trU$v?^yU) 

. 4-(>^p^>t^yv)-3-^U:7ylx:j■py ^yl^^^.#S(? 

4-;>«^yW3-MJ:7yW:^D;^^yl'^A#g!60. 0gt;::Sg?-fy:/nt>600ml^iDx. 
. ^mffij^T. *^^:fhye^A133. 0g(^7K420mlgfg. M«tg^*^:?-M!>i^91 

yi>Al33, 0g<D7K420mlS?ffii:MBaK*5R'tM^5^i^91. 7g<O*180ml»aS:» 
. 5>*L. *«JgS:5%5^;*-fiS»:^hy5^^*g?»-C2liI. 15%AJ£*l?2lEiefci^U 
>'120mlSrj&SnLrS^«. feS«:««tLr. nmik^mso. OgSrftlfejefBtLr 

#fco 

ill;Sl40t:-143t: 
IS2 

4-(yp^y-f^yM-3-KU-7/V^ny-?^yV- N-f4-><^yW3-r4-(5-t:*U$i^riyW) 

XSlX'^lbtt/c4-(:/n^^f"/l')-3-M;7/V:;^-u>^yl-^S#g?7. GSg^r^iTK 
e;^nn^i5^yi54mH;iffi5SU tK^^SI^T, i^^t;:^=^f-y/V6. 59mU MtKN. N- 

ffiTS«SUco SgfelcMTkl. 4-i;y-^f-W0mlS:in;t. j?:v>-C4-yf^>'W3-[ 

4-(5-fy^i^^/v)tfyv:?>'^2-fywr^3T=y:/(##0yi8)7. oog. ^e*y 
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iajj£l98-202t:(5)^») 

!|Sf^^:»LlOSfifflV^fco 
S^^feJgfa ia^208-2l3t: 

'H-NMR(DMSO-d^) 6 :2. 20-2. 40 (4H, m)..2. 23 (3H, s), 2. 60-2. 80 
(4H, m). 3. 63(2H. s), 7, 23(1H. d), 7. 48(1H, dd), 7. 52(1H, d). 7. 9 
4(1H, d), 8. 12(1H. d). 8. 22(1H. d). 8. 24(1H. s), 8. 58(1H. d), 9. 1 
KlH. s). 9. 30(1H, s), 9. 46(2H. s). 10. 41(1H, s) 

##«|33 

2. A-^T^yVJV:^:y\. 04g. 4^(v?p<^/VT^y) tr!iv^^^l04mg*5<J:T/N. N-i^ 

4-(4->^yWt*-<7i^y-l--</^7^f'yl-)-3-h97/^;*-np<^>rV^>'y^^ 
3i£®^4g(#%^d2)3. 70gSr4lBll;:5^{tTJDx.fCo iWPflffi^S. SaESrSflETS 
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*H-NMR(CDCy 5 :2. 15(3H, s), 2. 31 (3H. s). 2. 5l(8H. br), 3. 71(2 
H. br). 6. 74(1H, dd). 7. 02(lH, d), 7. 28(1H. d). 7. 68(1H. br). 7. 90 
-8. 00 (2H. m). 8. 10 (IH, s). 

xm 

4-(4-;^^yl^l:'-<^-:^V-l-^>>i^^^>^i^)-3-KU7yw:^P^^yV^N-r3--(3-^y>^ 

V>^-r/H). 35g<^r*feh>0. Sml^f^^^iSTUCo 15^>S«Sm^ Xgl-C^5>tbfc4 
-(4-;><5'y^t^'<7>^V-l--^'/Vpe^yi')-3-hy7/W:^o>^/l^N-{3-T^y-^^ 
^/l/73:^/W)-i>'Xr$Kl. 00gOr-feh>'4ml»a£4r}fiTU. Sbtcis^iinS&il 

»-^i/^i^!>A:ee»«. ^SKSrSETl-e^Uc. 3Se«bSrvy;<;y/v*7ix^n 
-rh^7>'-<--ettJHb. umt^m^ 98gSrfiSlfelSSi:Lr#/c. 
ia;Sl27-129'C 
XS3 

4-(4-7t'^yl^t^^7t^>-l-^/V^^'^^l^)"3-KU7yl^:^P>t'^ 7WN-r4-7t^y^^ 

Xg2-e^ btvfc4- (4-p<f^/Wf^7v^^^--l-^>^M^/W) -3-hy y /W^fti^^yl— 
[ 3- ( a-^^V^'^y^^:^-!^ W K) -4-j^i^^i^y:TL=ijl^] -O-XT^KseOmgO^^J^ 
y-/P10nd^?« lClN7Kg^>fb^hy!>iN*^?S4nil^J!ni;i/c:o 2^F5AP^51ie^. ^ 
ffltSrJatA/if^Sib. *-C«r«^Lfc, lN:^g?6nilS:J0^Ki4i:Ufc^. 28%T 
v^^TTKSriDxTTyV'ji^yttiU^ fflLfctSSSr«5tU @ «)^k'g'fe7l8mgSr 

ia^215-216t:(4>«) 



#*0«34 
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XSl 

'H-NMR(CDCip d :1. 43(9H. s). 2. 16(6H. s). 2. 98{1H, m), 3. 77(2 
H, dd). 3. 91(2H. t) 

IS2 • 

#%«35 
XSl 

0^m26 (xei) i:l^«<D*ft-c. (R)-3-(r^y^^/w)-i-(t-yh^i/;«;/w>J? 

*H-NMR(CDCn 8 :1. 40-1. 70(1H, m), 1. 46(9H, s), 1. 85-2. 10(1H 
, m). 2. 10-2. 50 (IH, m). 2. 23 (6H, s). 2. 25 (2H, d). 2. 97 (IH. dd). 3 
. 10-3, 60(3H, m) 
XS2 

^^m2s mm) tmm(o:^W:'v. nmx^nhh^tz (R)-i-(t-y h^v';<7/i-3EK 
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*H-NMR(CDC1 ) 6 :1. 40-1. 70(1H, m), 1. 46(9H, s), 1. 85-2. 10(1H 

3 

, m). 2. 10-2. 50(1H, m). 2. 23(6H. s), 2. 25(2H, d), 2. 96(1H. dd), 3 

. 10-3. 60(3H, m) 

Xg2 

##«il25(Xfil2)i:l^eio*ft-C. If?.lt?»e>H:fe:(S)-l-(t->^Hri/*yw>J? 
^%«37 

(3R, 4R)-l-(t-7'h^i>':i7>V/K::^yW)-3-hKn^e/-4-0«^/^r^y)fc*n!^i^>< 
(Tetrahedron:Asymmetry, 2001. 12, 2989-2997) «:fflV>T. ##01128 (X 

[0043] eJLT^0##«?il38-81<0«jg«. fe^4^^^COV^Ttt^ *ltC^^o 
#%fi?y38 

3--/o:e-4-(4-:>t^yVb'^7i^V-l->r>rl.^^yV)-N-(4-^^/W3-r4-(3-fc!' 
#%«|39 

3--3-K-4-(4-:^^/i^t^^^i^>--T^l->1^yW^yP)-N- (4-y^yl^3-r4-(3-^^^ 

i:/7i^vi:^u$i^v-2->rypy$yi73inyv]^>'Xr$K 
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r4--(3-h'u-:^/v )h'ij$-:;>-g-^yi.T^yi7^::iyw]^vXT$K 

^#«43 

4-(4->g-f'yue^^i:/V-l-w'yuy-f^yM-3-hU>^yi^:^p;^-f-yWN-(4- >t-^yW3- 

3-yn^4-(4-:pt^/Vtf*X7-:^V"1-^yl/><^^V)-N-f4- y^yW3-r4-(2-l^ 

3-,^p^4-(4-:;t^yWt^^^i :^V->l-^yl^y^ylx^-N-(3-r4-(6-^PPlfUi^V 
##^46 

3- :/P^4-(4-;>t^yUlf^^v^V-l-^yW3<^>^V)-N-(3 ~r4-(5~:/p^t-Ui^ 
-3->Y>>i^)eU$i:^:^-2-^ywy$y1-4-y^y l/73ii=:yV)^>-Xy$K 

#^«4 

4- (4-^^/V^b'^^v^V-l-^/U>t^/l^)-3-KU:7yl^:j-p;^^>'l— N-(3-r4-(5-:/ 

p^tfUi^:/-3-^/u)eu$i;v-2-^/ur$yl-4-><^yi/7xriyv]^:xXT$K 

#^«^J48 

3-yp^-4-(4-y^;Vb'-<^v?y-l-W^/uy^yV)-N-( 3-'r4~(l . 2-v^hKPt:-'; 

y.^^_,4-^^V)t:-ijc.;^y-,2-^yWT$y1-4-:>^^/l^>^3i^yl^}^^^ 

#^fi?a49 



WO200S/063709 
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##0950 

3-yp^4-(4~^^yl^l^^^i^V-i"></l^:?<'5^Vl^)-N-(4-;<'^yW3~r4-(5-b' 

3-yp^4-(4-;<'^/l^t:'^^i/^/-l~-Y/l^p<^>>l^)-N-(4->^/W3~r4-(3-b* 
##0052 

3-yp^4-(4~7<^yl^t:'^5v^V-l-^/uy^yl^) -N-(4-;»<^yW3-r4-(5-b' 
##01153 

##0954 

a-^p^,U-y^7Wt^^^i^:x -W7Uy^yW)-N-{4-y^yl^3-r3-(3-^ 
##0955 

3->^p^-4-(4-y^yVb'^7v^ >-i-^/u>t^>^v^)-N-(4->t-^yw-3-r3-(3-b' 
##0ij56 

3-yp^4-(4-p<-^/Wb'^7i^V-1-^/l^7<-^yl^ )-N~l4--y-f"/V^3-r2-(3-b; 
##0957 . 

3-:/p^4-(4-y^yl<b'^7i;>--l-^/U:^^yl^)--N-(4-y^/W-3-r5-(3--t:' 

Ui^/t^)-!. 2. 4-mTi^y-3-.^7V^y^yl73:r:/W)^VX7^K 

##0958 

3~y^yu-4-(4-y^yVb^^7e^r/-l-^/i^^^yw^~N-(4-y^yv^3-r4-(3~b:' 



wo 200S/063709 



70 



PCT/JP2004/019553 



#%fifij60 

3. 5---::^p^4-(4-y^/ub'^7-:^y-iW>^w>^^yv-)-N-(4-y^yi^3-r4-( 

##«?iJ62 

fs— ::;p<Mri/-4-(4-y^yi^b^^7e;y-i-^yu^^yM-N- (4-y^/W3-U^ 
N-:^><'=?->i^^7W<^^y v^-4-(4-y^yWt^^^i^>-l->ryV3t^yl^^ 

Uil^yM fc^iJ$i:^>-2-^yVT$y 1:7^nyl/)X^^Xr$K 

3-:/p^4-r4-(n->^pbVi^)e'^7-:;>-l-^yv;^-f'/v1-N-f4-y^yV^3-r4 

-(3-t:^Uv?yW)t^U$-^:^-2-^yl ^TSyl7a:::i/Wl^>XT$K 

3-yp^4-(N. N-v^p<^/l^T$y;><f-/M-N-(4-^^/W3-r4-(3-l:^Uv^/l^) 

eu$-:;^v-2-^ywT$yl7:nz=./w)^yXT$K 

3-:/p^4-(N. N-v^3i-^/WT$y^-^yi^)-N-{4->-3";i-3-r4~(3-b*Uv?/w) 
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71 

:^--^u:^A-h'-\^^^zy=^juyi^M-r^-i4-^^j}^3 -U-(s-h^^^^ 

N-(4-^^>W3-r4-(5-t:*U$-:;nyl/) fc'U$-:/>-r2-></V^T$ y1:73c::i>>W)^>-Xr 

ill 

#%«y76 

a-3tK^r^/±yl^dfriyW4-(4-:?t^yl/t^^7 i^V-l->Y/U^-^7V)-N-(4~y-^^ 
-r4-(3-b''Ji;/V^ t^U$i;^^-2~^ yl^T£ yl7:i:::iyU}^>XT$K 
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mm77 

U-(^-\i'^)^t>z:. jv) h-u$£^:^-2-^yi^y$ yl73i::iyv)^-^XT$K i^S^i^ 



wo 200S/0O709 
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flliftSC 


Stttt (H) 

usia (H) 


38 




202-20TC 

C:59.I7.H:5.44.N:I6.65 
C:59..I6.H:S. 21.11:16.64 


39 




I99-20(rC 

C:56.23.H:4.88.N:}5.83 
C:S6.13.H:4.94.N:t&.60 


40 




193-I94\: 

C2MIN}0'0.6H20 

C:64.$4.H:S.S4.N:1B.20 
C:64.62.H:S.60.N:18.Z3 


41 




197-19915 

CmK»^)0-Q.3H20 

C:6L37.H:5.97.N:t8.96 
C:67. 36.11:5. 96. N: 18. 93 


42 




182-183X 

C:«3. 55.H:S,44.N:I7. 29 
C:63.43.H:5.37.N:I7.29 
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43 


xy^^ ■ 


Z31-Z331C 

C:61,52,H:5.23.H:19.79 
C:8t.37.H:S.Z4.N:}9.8t 


44 




213-214% 

c:SB.i4.K:5. 10.11:19.54 
C:58.4I.H:5.n.K:i9.24 


45 




219-22Qrc 

CnHz,arCIN,0 

C:S7.39.H:4.BlN:ie.t5 
C:S7.01.H:4.7S.N:l^O9 


46 




l94-l95^; 

C:^r|H/>0.aHzO 

C:53.03.K-.4. S4.N:H. 93 
C:53. 07. H:4. 53.11:14. 70 


47 




I71-173t; 

C:55.17.H:4. 69. H: 15. 01 
C:5S.16.H:4-57.M:14. 94 


43 


B 


aMTphout 

C,A,BrN,O0.8IPE 

C:59.94.H:6.47.M:17.05 
C:69.I4.H:€.30.N:I6.B0 
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49 




I85-I871C 

Mi,Brll,0-0. 1H,0 

C:58.28.H:&I3.N:19. 42 
C:S8.24.H:$.00.N:19. 48 


SO 




238-24(rt 

C,AiBrHOO.IH,0 

C:58.46.K:S.12.N:t9.48 
C:se.21.H:S.O2.N:l9.30 


SI 




244-24S*C (dec.) 

C^BrN(0*0.6H,0 

C:6f. 88.K:5.S7,N:I4.43 
C:«l.7t.H:5.49.N:l4.13 


52 




244-246X (dec.) 

CjaH^BfliTO O. ZAcOEt O. ZAfi 

C:«).2fl.H:S.43.H:l6.51 
C:6O.t2.K:S.40.N:i6.28 


S3 


Br fV"T'"ir^ 


•■orphoui 

Ci63.05.H:S.47.N:14.70 

(6ai*r) 


54 




I3M41X 

CMiH],BrN,0'1.2HjO 

C:60.7S.H:5.68.N:14.17 
C:€0.96.H:$.62.N:I3.88 
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55 


1 « /]) 


C:6S.26.H:5.65.H:I2.2B 
•C:6S.12,H:5.73.H:IM9 


56 


Br (^^"l^^jy^ 


CaMrlM>0r2SH|0 

C:60.37.H:S.33.N:1C99 
C:60.58.H:S.3S.ll:lfi.7i 


57 


Br A-V'^lf^ 


IS6-II91C 

40L1W.«1.21V0 
C:56.55.H:S.40.lt:ia.64 
C:56. 58. HIS. 40. una. 27 


58 




192-1 93X 

C:70.9fl,H:6.55.N:.l9.31 
C:70.79.H:6. 67.I*=I9.39 


59 




CaHaNA-O-THZO 

C:63.I9.H:S.74.N:20.33 
C:CX38.H:S.57.N:20.00 


60 




I7l-17rt 

C:67.42.H:e.4S.N:l8.3S 
C:67.23.H:6.3S.N:t8.19 
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61 




(^jfirJHfi O. 35AcOet-0. 1H,0 

C:53. 38. H: 4. 72,11:14.33 
C:53. OtH:4. 74.H:I4.W 


62 




201-214'C Wee) 

C:66.17.K:6.45.N:n.43 
C:65.9I.H:6.42.H:n.41 


63 




210-2irc (dec) 

C : 66. 79. H: 6. 52. 11:19. 47 
. C:66.4t,H:6.17.N:l9.36 


64 




2O2-20rc 

C,BHuBr)l,00.2SH20 

C:60. 97. H:5. 54. 11:16.59 
C:60.96.H:5.54,N:16.32 


65 




204-2051C 

C: €1. 26. H: 5. 77. 11:16.13 
C:61.4e.H:5.6«.l|:1179 


66 




154-lSSX 

C:60.3S.H:4. 87.11:16. 24 
C:6Q.20.H:4.97.N:16.13 
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67 




172-1 7Tt 

CaH«BrlW) 

C:61.65.H:5.36.N:1S.41 
C:«K35.H:S.3«.N:IS.3S 


68 




l9S-i96X 

C:61. as. H:S. 01.11:15. 46 
C:61.68.H:S.I2.K:lS.n 


69 




tsa-isgx 

C:6^48.H:S.^4.N:I5.07 
C:62.».H:5.25,N:t4.83 


70 




l79-1«onc 

C:6O.11.H:4.86.N:1S.0Z 
C:59.94.H:4. 93, N: 14. 96 


71 




204-205X 

C:61.43.H:S.S0.N:I6.72 
. C:61.I9.H:5.48.N:I6.49 


72 




15C-157X 

C:61.43.H:S.50.N:I6.72 
C:61.I3.H:5.43.N:I6.39 
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n 




'22S-2281C 

Cn»nBrtI,00.3H,0 

C:57.41.H:4.9I,N:I9.84 
C:57.48.H:S.07.N:18.94 


74 




168-191*0 
NMR 


75 . 




208-21 IX 

C:61.31.H:4.06.N:20.43 
C:61.03.H:$. 01.11:20.33 


76 




159-16nc 

C:67.06.H:e. 06.11:17. 66 
C:66. 77. H: 6. 03. nil 7. 68 


77 




191-193% (dec.) 

C:68.29.N:5.92.a:2l.24 
C:68.05.H:5. 99.1:21. 12 


78 




184-1 B6X 

C„H2fBrH,OHCI-2HiO 

C:52.06.H:5.3i.>:17.35 
C:51. 72.11:5. 17.«:17. 21 
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79 


n 1 vvisce 

J^X^^)^^ HCI 


244-246^ (de«.) 

C:56.7B.H:5.19.H:18.27 
C:S6.80.H:4. S6.N:18.49 


80 


HCI V 


I84-187X 

CH„BrF,»M)-HCI HjO 

C:51.85.H:4.64,H:I4.1I 
C:51.7B.H:4.74.Hn3.92 


81 


«.»3H 


C:53.25.H:5.21.N:16.56 
C:53. 04. H:5. 39. 11:16.74 



[0044] mnm 

4_;^5:.^p_3_[4_(5-t'!;$.:;-^v)f!J5i^V-2-1'yi'T5y]T=yv(#%fill8)l 
. 98gSr«*f !>-::^35mllt»»U 3-5>7/W:*^cip<^/W4-{4-p«^>'>'f 
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ia;S206-207t: 

'H-NMR(DMSO-d^) 5 :2. 00-2. 65 (8H. br). 2. 14 (3H, s), 2. 23 (3H, s 
), 3. 66(2H. s), 7. 22(1H. d), 7. 42(1H. t), 7. 46(1H. s), 7. 51(1H, s) 
, 7. 60(1H. d). 8. 06(1H, d), 8. 12(1H, s). 8. 18(1H, s). 8. 57dH. d) 
. 9. 11 (IH. s). 9. 29(1H, s). 9. 46 (2H, s), 10. 36(lH, s) 

mmm 

3-i^:7yU:tn7^^/W4-(4-p<^;Pt'-<7i^^^-l--f>'M^>'^)-N-{4->^>'W3 

66g^:ii:5^y-yV26ml(J:KiSS-fr. IN^fkA. SSmlSrSaiPS. 70*Ci^>?a»1'"eiO 

m^2, 80g#fcc 

JS±fe^fp »jS264t:(5>«) 

5c^5>*fffl (C H F N O-HCl-0. BEtOHtLT) 

29 30 2 8 . 

ff^fll(%) C:59. 59 H: 5.73 N:18. 41 
%m^{%) C:59. 59 H: 5.71 N:18. 53 

3-j:^yW4-(4-p<'^yVb'^^i/>-l-^yW^yl^)-N-(4-><^yW3~r4-(5-t^ 
'J$i:^::iyl^)b*U$v>>-2-H^;Ur$yl7ji::i/VMyXT$K 
%mmibm^(r>:^WiV. 3~:i:^/W4-(4-p«5^>'We-<7V^>'-l-^yM5'/U)'< 

Hfei^s ia^a3i-i34\: 

'H-NMR(DMSO-d ) 6 :1. 22(3H. t). 2. 14(3H. s), 2. 23(3H. s), 2. 38 

6 

(8H. br). 2. 75(2H. q). 3. 50(2H, s), 7. 21 (IH. d). 7. 38(1H. d), 7. 48 
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(IH, d). 7. 51(1H, d). 7. 61(1H, d), 7. 75(lH. s), 8. 12(1H. s), 8. 57( 
IH, d). 9. 09(1H. s), 9. 30(1H, s). 9. 46(2H. s). 10. 15(lH, s) 

TC^^J-tffffl (C^H^N^O-HCl-2. IHOirL^) 
tfitffi(%) C:60. 36 H: 6. 62 Niis. 77 
nmm%) C:60. 10 H: 6.31 N:18. 75 

3^r4-(5-t^U$i ^riyl.)t^J$i^:^--2-->^7VTSyl7:nr^^W]^-^Xr^K 

^jteC?ili^l^«o*ffi-T?,4-(i-^^ywt'-<y-:^v-4-^lJx^^ 

n&^^& . a^234-239t: 

'H-NMR(DMSO-dp 6 :2. 18(3H. s). 2. 24(8H. s), 2. 40(3H, s). 6. 45 
(IH, s), 7. 24(1H. d), 7, 26-7. 54(3H, m), 8. 14(1H. d), 8. 20{1H, d) 
, 8. 27(1H. s), 8. 58(1H. d), 9. 12(1H. s). 9. 30(1H. s), 9. 46(2H. s), 
10. 42(1H, s) 

[0045] MMme 

4"(l-^^/Wl^^Ui^>^->rU7^vy^yV)-3"KU7>rl/:^P:?<^yWN-(4-:?t^yW 
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5c^5>*fM (C H F N O-HCl-H O^LT) 

30 28 3 7 2 

C:58, 68 H: 5. 09 N:15. 97 
IISHi£(%) C:58. 42 H: 4.92 N:16. 10 

SEllfeeS iM;S230-233t:(^«?) 

*H-NMR(DMSO-dp 6:1. 29(2H. t). 1. 5l(3H, d), 1. 75(2H. t). 2, 11 
(3H. s). 2. 24(3H, s). 2. 74(4H. d). 7. 24(1H, d). 7. 47(1H, dd). 7. 52 
(IH, d), 7. 64(1H, d), 8. 13(1H. d). 8. 17(1H, d). 8. 24(1H, s). 8. 58( 
IH, d). 9. lldH, s), 9. 30(1H. s). 9. 46{2H, s). 10. 40(1H, s) 

4-(l"j?t^/Wi^^Ui:;>-4->rywy^/l/)-3-KU7yV:j-a:?<^yWN-(4-;^ 

Dp<f^/WN-{4->«^yW3-[4-(5-lfy^i^-yv)t'y^i^^'--2->1'yWT^y]73i-yW 
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7C^5>*fffi (C H F N O-HCl-0. SH OtLX) 

30 30 3 7 2 

Sf3|tffi(%) C:59. 35 H: 5.31 N:16. 15 
mm&l%) C:59. 02 H: 5.20 N:16.08 

gJ^^feJgfs Sli^l87-191t: 

'H-NMR(DMSO^i^) 6 :1. 63-1. 82(2H, m), 1. 83-2. 03(2H, m). 2. 1 
2-2. 40(2H. m). 2. 18(3H. s). 2. 23(3H, s), 2. 40-2. 60(2H. m). 4. 7 
7(1H. qti). 7. 22(1H. d), 7. 43(1H. s), 7. 48(lH..s). 7. 51(1H. d). 8. 1 
KlH, d). 8. 22(1H, d), 8. 24(1H. s). 8. 58(1H. d), 9. 08(1H. s). 9. 30 
(IH. s),9. 46(2H. s), 10. 26(1H. s) ' . 

r4-(5-t^u$i^^yw)h'u$-:;y-?.->^^;vT$yi7a i^>^vi-<^-XT$K mm^ 

X2 p«^yWN-{4-pt^/W3-[4-(5-l^y ^ i^^/V) fy^v?>-2— T/WT^yl^x-zi. 

n&m& mj^275x:&i± 

7C^^«f«[ (C H FNO -HCl-O. 3H OtUr) 

29 28 3 7 2 2 
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H'Wffi(%) C:57. 53 H: 4.93 N:16. 19 
llfflffl(%) C:57.34 H: 4.99 N:16. 05 

■ [0046] mv&mi 

3. 5-i^^PD-4-r (S)~3-(v^y^yl/r$y)b'P'Ji^V-Wyl/:><^/l^1-N-f4'^y . 

mmmitmm(o:^m^. 3. 5-:^>^nn--4~[(s)~3-(i^>^ywr^y)fnyi;>'- 

'H-NMR(DMSOti^) 6 :1. 60(1H. m), 1. 80(1H, m), 1. 99(6H, s), 2. 
24(3H. s), 2. 41-2. 78(5H. m). 3, 84(2H, s). 7. 23(1H, d), 7,45(1H. 
dd), 7. 49(1H, d), 8. 01 (2H, s). 8. 13(1H, d). 8. 58(1H. d). 9. 10(1H 
, s), 9. 31(1H. s). 9. 46(2H, s), 10. 38(1H. s) 

^%^J12 

(-) -3. 5-i^^PP-4-r (s) -3- (e^y^yi^T^ /) t:*pU-^:x-i-^yvy^/i^l-N-( 

mmm2tmm<0:^mt^. 3. 5-i^^nP-4-[(S)-3~(b;^^/l-T^/)fnyv>>'- 
l-^/M^yU]-N-{4-^5^yW3-[4-(5-fy^i^::i>'^) If i^>'-2->ryWr^y ] :7 

3iri/v)-<>'XT^K(3lffifi^ll)S:ffiv^T®l3tUco foTcU ^bixfc7^yW7T;^tt 

JI±feSfB BtjSl61'^170TC{^W») 
[a] "^—lO. 03° (c=0. 538, 

D 

7C^5>tffffi (C H CI N 0-HCl-O. 06CH CO C H -1. 7H O^LT) 

29 30 28 322S 2 

ffS[{t(o/o) C:54. 04 H: 5.09 N:17. 24 
liaStt(%) C:54. 41 H: 5.56 N:16. 94 
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*H-NMR(DMSO-d ) 5 :2. 15(3H, s), 2. 23 (3H, s). 2. 37 (3H, br). 3. 5 

6 

0(2H, s). 3. 86(3H. s), 7. 2l(lH, d), 7. 41-7. 57(5H, m), 8. 15(lH, d 
). 8. 55(1H, d). 8. 74(1H. t). 8. 83(1H. d). 9. 05(1H, s). 9. 28(1H. d) 
. 10. 15(1H, s) 

^lg^Jl4 

K^r->-4-f 4-^^/Wh'^7-:^V-1 -^/l^y^ 7WWN-f 3-r4-(5-7^P^tf Ui^ 

-{3-L4-{5-:/x2^y^}ji^y-3-^/i-)\^V^i^>-2-^;i^r^/^^ 
)-<^^XT^K(^^S03l3)SrffiV^T^!^tUyc:o titcU nbtitcT^/x^yr^\mi§^=^ 

SSHfeifeS 18^168- 169t:(^WW) 

H-^ffi(%) C:55. 42 H: 5.46 N:14. 50 
mmm%) C:55. 42 H: 5.45 N:14. 11 

4-(4-3i^/Wt^^7-:;^>--l->r/wy4^yW)-3-KU7/V:^P:?g ^yWN-(4--7t^yW-3 
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S^^feJfefa ffll^240--244'C(^) 

'H-NMR(DMSO-d ) 5 :0. 98(3H, t), 2. 23(3H, s). 2, 3l(2H. q), 2. 41 

-.6 

(8H, br). 3. 67(2H. s). 7. 23(1H. d), 7. 46(1H, dd), 7. 5l(lH, d), 7. 9 
2(1H, d). 8. 13(1H, d). 8. 22(1H. d). 8. 24(1H. s). 8. 57(1H. d). 9. 1 
0(1H, s). 9. 29(1H. s). 9. 45(2H, s). 10. 4l(lH, s) 

[0047]. mMmie 

lllfe«2t(^tt<D*it-C.4-(4-:ii^/Ptr^7i^V-l->f;W>«^7V)-^^ 
n>tf^yWN-{4->^/l^3-[4-(5-t^y^i^:=^/V)l^y^t?>-2->f/VT^y]73:=/V 

aS^felfe^B ffli^256-259t:(^^) 
Tcm^mm (C H FNO-HClirUr) 

30 31 3 8 

C:58. 77 H: 5.26 N:18. 28 
C:59. 47 H: 5.32 N:18. 19 

mmmitmm<o:^^x. 3-[4-(5-yp^fyi^y-3-^'/V')fc'y^e^>'-2-^;ur 
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'88 

tSJIfefeS iBjSil78-179t: 

'H-NMR(DMSO-d^) 8 :0. 98(3H, t). 2. 24(3H, s), 2. 3l(2H. q), 2. 41 
(8H. br). 3. 67(2H. s), 7. 22(1H. d). 7. 44(1H. dd), 7. 52(lH,.d), 7. 9. 
2(1H, d), 8. 20(1H. t), 8. 25(2H. s), 8. 56(1H, d). 8, 73(lH. t). 8. 82 
(IH, d). 9. 05(1H. s). 9, 27(1H. d), 10. 41(1H. s) 

mmmis 

Siig«i2t i^«<o*fe-c. 4- (4-ji^/wtr-<7i^>'-i-></Mf-/v) -3-^y7/^3^ 
>ri/:73iriyv)^vXr5:K(IIJfifi?!li7)Srfflv>rS3gU:/t, tct^u %hfifzr^fx^yr 

a^feSfi a;ai66-i72t;(5>«) 

5clR5)'4ffffi (C H BrF N O-HCl*0. 5H OhLX) 

31 31 3 7 2 

fHfffi(%) C:53. 19 H: 4. 75 N:14. 01 
llfflffi(%) C:52. 89 H: 4.79 N:14. 05 

^'S^m\tWi^(D:fimX\ 3-:^nD-4-(4-^^yH^'<7>^V-l-Y/^7«^yV') -<V 
/-I'yv^ciyK r^g^^{#%0y4)SrfflV^TS^lgLfc« ytfcL. KlCH^?ar-18^ 

fSHfeifefH. iK;S^2io-22rC(5^) 

'H-NMR(pMSO-dp 6 :2. 15(3H. s), 2. 23 (3H, s). 2. 39 (8H. br). 3. 6 
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1(2H. s). 7. 22(1H, d). 7. 46(1H, dd), 7. 5l(lH. d). 7. 62(1H. d). 7. 
90(1H, dd). 8. 00(1H. d). 8. 12(lH, d), 8. 57(1H, d), 9. 10(1H, s), 9 
. 30(1H, s), 9. 45(2H, s). 10. 29(1H, s) 

^ifeW20 . ' 

m^m2t mm<0:^^'Vs 3^n n-4- (4-^^J\^}^-<^i/:y-l--<jX^:^i-JV) -N- 

jSHfefeiS B^197-200t: 
5c§R4>*fffi (C H CIN O-HCltLT) 

28 29- 8 

C:59. 47 H: 5.35 N:19. 81. 
3ia!Mi[{%) C:59. 73 H: 5.38 N:19. 90 

[0048] mi&m2i 

^iS{r!)l^l^«0;^ifer\ 3-yyW:^ny^/W 4-(l-p<^>'Vt'-^iyv?y-4-^>'l-;^^ 
^^fei^fa )a;Sil62-164'C 

*H-NMR(DMSO-d ) 6 :1. 14-1. 37(1H, m), 1. 38-1. 57(2H, m), 1. 7 

6 

5(2H. t). 2. 11 (3H, s). 2, 23 (3H. s), 2. 60-2. 78 (4H; m). 3. 23-3. 56 
(2H. m). 5. 43(1H, s), 5, 67(1H. s). 7. 22(1H, d). 7. 38(1H. d). 7. 45 
-7. 53(2H. m), 7. 9l(lH, d). 7. 98(1H. s), 8. l.KlH, s), 8. 57(1H. d) 
, 9. 10(iH, s). 9. 30(1H. s), 9. 46(2H, s). 10. 23(1H, s) 
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4-(4-^=J-/U\^-<7i^:y-^ -^ ru*f-}U-^-V.t\yj\.±o :^=f-,v~n-U-*=i-,i^r^- 

Ar=-Ty{^m2) . Xtf4-(4-p<^/wf -;7v?>'-W>'V-y^/i')-3-hy7yw 

'H-NMR(DMSO-d^) 5 :2. 16(3H, s). 2. 24(3H. s), 2. 40(8H. br). 3. 6 
7(2H, s). 7. 10-7. 23 (3H, m). 7. 42 (IH, dd), 7. 91(1H. d). 8. 06 (IH, 
d). 8. 17-8. 25(3tJ. m). 8. 40(lH, s). 9. 17(2H. s). 9. 27(1H. s). 10. 
38 (IH, s) 

Sl%0i23 

*ifi«92t|^«0:frj!feXf,4-(4-.;<^/Plf--?7i?:^-l-xfyWp«f^yP)-3-hy7yl,;i- 

N-{4-;»<f^yi-3-[4-(s-fy$i;=/i.)fyi?v-2-'r/wr5y]7a:=/w) 

'OXr$K(lll6«!l22)SrffiVAT«jtLfc, 

^feifeS i»;fii203-206'C(i>ii|) 

TC^i^tffffi (C H F N O-HCl-0. 3H OtL-T) 

30 30 3 7 2 

C:59. 71 H: 5.28 N:16. 25 
»99tt(%) C:59. 52 H: 5.34 N:16. 37 

4-(4-J:-?^/l^b-^7v?>-1-^/l. y»yW)-a-H)7yW;j-ay'^yWM-f4-y»yU-.^ 
-r4-(5-t:-'J$-:;=yu)b-'J-:^v- W/vr?/l7^=/i.l^vx-7?|.- 
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|»^256-258t:(5>«?) • 
'H-NMR(DMSG-d^) 6 :0. 98(3H. t). 2. 24(3H, s). 2. 31(2H. q). 2. 41 
(8H, br), 3. 67(2H, s), 7. 13-7. 23(3H, m), 7. 42(1H, d), 7. 92(lH, d 
). 8. 05(1H, d). 8. 20-8. 24(3H, m). 8. 4l(lH, s), 9. 17(2H, s), 9, 27 
(IH. s), 10. 39 (IH. s) 

mmm25 

SIJte«2t|^»(D:;^fe-C.4-(4-ni^/Wl^--^7i^^'-l--fyV;<^/V^ 

ilfefe^ iM^254-256t:(^») 

5c^^>*fffi (C H F N O-HCl-0. 6H OtLX) 

31 . 32 3 7 2 

H-SLtt(%) C:59. 77 H: 5. 53 N:15. 74 
^mm%) C:59. 63 H: 5.34 N:15. 63 

[0049] mmi26 

-r4-(3-tfus?yp)b'i;£;^^-2->f/ PT$yi7a:c:iyp)^>xr$K 
4->«^yw3-[4-(3-tryi;>^i^) f yi;v-2-^/vT^]r=:y i^(#%«23) 200m 

gSrT-fehr^M/MmllCfSfflS-fr, 4-(i^y^/Vr^y)b-yi;>'78. 8mg. N, N-i^-Y 
y:/Plf/l— N-:t^/V'T^V484MlS:«U>C^U *?&aJ*T. 4-(4-^f^/Wl^-< 
7e^y-i-^yM^;w)-3-hy7yi/:^opt^/w^>//^yV'^Dy K ziigSffi (##0115 
. )383mgS:iniXL. gM'^2«FPflai$Lfc. SJCttlC*«:ilD;S:> fflEgfe^i^yP-CSlElttia 
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ia^227-229t:(5J») 

'H-NMR(DMSO-d^) 5 :0. 98 (3H. t), 2. 23 (3H. s), 2. 32 (2H, q). 2. 41 
(8H, br). 3. 67(2H. s), 7. 08(1H. dd), 7. 12(1H. s). 7. 20(1H, d), 7. 4 
2(1H. dd). 7. 53(1H. dd). 7. 92(1H. d), 8. 06(1H, d), 8. 08-8. 25(4H 
. m). 8. 32(1H. s), 8. 65(1H. dd). 8. 92(1H, d). 10. 38(1H. s) 

3lt6W2tl^»0*ffi-C,4-(4-3i^/Wl^^7i^^^-l-f/M^yV)-3-hy 

XT5K(SgJ6fi?826) *fflv>rS!itL:fco 
m^l^& iS;S^230-235t:(5>») 
7c3S5>*fffi (C H F NO*HCltL"C) 

32 .Sa S 0 

H-©fll(%) C:62. 89 H: 5. 61 N:13. 75 
lljB9M(%} C:63. 30 H: S. 70 N:13. 65 

r4-(3-K'';-:^/v)f'>:?y-2-i'/'WTS/l73i-yp)^>'XTSK 

lli£0a26i:l^«|(D*)*-e, 4-(4->^/Wf ^7i>V-l-'r/l'P<f-/W)-3-hy7/l' 
;i-apt^/W<:^/.fyV^'nyK r^i[»«(#%«92)S:j8^^T9!3ftfc. fcfc'U «lW 

«RISfetefi ja;Si241-242t;(^H») 
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5cSI$>tffffi (C H F N O-O, 4H OtLT) 

31 31 3 e 2 

ff3SEfli[(%) C:65. 57 H: 5.64 N:14. 80 
IISME(%) C:65. 31 H: 5.70 N:14. 90 

r4-(3-i:*'>:^/Mb-«;v^>--2-></wr$yl7^^yi^l-<:^XT$K :^^:y7.j\^^.'^n^m 

4-(4-p<^yUt'^7i^^^-l-^yl-p«^/^)-3-M;:77U:^-np<^>rWN-{4->^yW3 
gS:;<^/-/i-20mltc!gg)$-fr, p«^>';^i/sJ^ViJl40^ ISr^ilDS. ;BD^SiKLfc« 

ia;Sl89-19ir 

7c3R5>*ftt (C H FN O'CH SO H-0. 3H OtLX) 

31 31 3 6 3 3 2 

tf3¥ffl(%) C:58. 05 H: 5.42 N:12. 69 
*iB!IM(%) C:58. 05.H: 5. 30N:12. 71 

^1S«30 

4-(l-y^/Uh'^^i^>--4-^/uy^yw)--3-KU7yV^py^yl^N -f4-y^yl^3- 
re- ( 3-t:'ij ^i>>-4-^ji^T^ A :7 ^>^X7$K 

^16011 l^l^^O j^ft-C. 4-^^yl-3-[6-(3-f y i^/P) t'y ^i^^^-4-^yUT^y 
]7c::y>^(##ey20) . &i;4-(4-^^7V'e-<7i^>'-l-^/M^;W)-3-|>y 
n;;«^yP-<vy>r>'W^ciyK I:«S6ifi(#%«a|2)^ffll^rJ^5gbfc:o fcfcX. RjcStt 

ftll^feS B;g253-254t:(4W5l) 

'H-NMR(DMSO-d^) 5 :2. 16(3H. s). 2. 23(3H. s), 2. 38(8H, br), 3. 6 
8(2H, s). 7. 21(1H. d). 7. 28(1H. d), 7. 54(2H, m), 7. 92(1H, d), 7. 9 
4(1H, d), 8. 23(1H, d). 8. 25(1H. s), 8. 37(1H, ddd), 8. 64(1H, d). 8 
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. 69(1H. dd), 9. 20(2H. t).. 10. 45{1H. s) 
[0050] *ifi«fiJ31 

n ^f^/W N-{4-^^>W3-[6- (a-t'y v^/l-) b'y ^ v?>--4-></^T^y ] :7:n^/l.} ^ 

S^JI&i^S iK^i90-i94t:(4>«) 

7C5^5>Wffi (C H FNO-HCl-2. 5H O^bT) 

30 30 3 7 2 

tf1iLtj|(%) C:56. 03 H: 5.64 N:15. 25 
mmm(%) C:55, e? H: 5. 76 N:15. 11 

^i6^j32 

rfi-(R-fc^'j$i^:=:yM h^u$-:^>-^ ->ryi^y$ yi7a:r^7i/)^xr$K 

^JSfi^ It l^fil<0*fe"C. 4-p«^/l^3-[6-(5-e'»;^i^^>^W) t-y ^i^>'-4~>f/VT 
^y']T=^]):y(1^^m2i) . ^t/4-(4-;^^/H:'-<^i^:^-i--r/^^^/^)-3-M;:7/i. 
;^-n;^^/W-<>c/^>'Vi>ayK I::^®?:K(##^^2)4:fflV^TS?ltLirCo ±tzU RiS 

g^JIfej^fa a;S257-26rC(i>^) 

'H-NMR(DMSO-d ) 5 :2. 16(3H. s), 2. 23(3H. s). 2. 40(8H. br). 3. 6 

6 

8(2H. s). 7. 26-7. 31(2H, in). 7. 55(1H, dd), 7. 92(1H, d), 7. 93(1H. 
d), 8. 22 (IH. d), 8. 24 (IH, s), 8. 67 (IH, d), 9. 31 (IH. s), 9. 34 (IH. s 
), 9. 37(2H, s), 10. 46(1H, s) 

^jft«33 
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J' 

7C9R5>Wffi (C H F N 0-HC1-4H O^LT) 

29 29 3 8 2 

tfittt(%) C:51. 90 H: 5.71 N:16. 70 
nmm%) C:52. 50 H: 5.68 N:16. 24 

mWl^fz^ 4-p<^>^W3-[4-(5-t^y^i^r:/V) y^i?^--2— f/VT^y]r:=^!;^'(# 
^^'SlS)!. 50g. N, N-S^-fVT'nt'/WN-in'^yVT^Vl. ISml^rKSlJc^An^. 
^lar-l^Pflffil^LfCo a£:«lC7K300mlSrAD^. K®^:^^/W'T?ttffiL. tK^IC^ 
lP^ffi*9S-^hy!>iN200mlSriU;iS^^^yi-l?^F?,|cttmLf^^ *«SS$r^^-fr 

ttl. 68gSr««feftSi:UT#feo 
i»;fe207-209'C(^«) 

*H-NMR(DMSO-dp 5 :2. i23(3H. s). 2. 25-2. 62(9H, m). 2. 68 (IH, t 
), 3. 67 (2H, s), 4. 40 (IH, t). 4. 64 (IH. t), 7. 23 (IH, d). 7. 46 (IH, dd 
), 7. 52(1H, d), 7. 92(1H, s), 8. 12(1H. d). 8. 22(1H, d). 8. 24(1H. s) 
, 8. 57(1H. d), 9. 11 (IH, s). 9. 29(1H, s). 9. 45(2H. s), 10. 42(1H. s) 
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mi&m2tmmO:ljmX\ 4-[4-(2-7;V:^n:r^yW) }i''<yiy:^-l-y(/U/9'/U] 

gl^213-233'C($>«) 
7C5R5)'*fffi (C H F N O-HGl-0. 2H O^Ur) 

30 30 4 8 3 

ff»ffi(%) C:56. 77 H: 4. 99. N:17. 66 
Mim.(%) C:56;62 H: 4.99 N:i7. 77 

[0051] mi&m36 
XSl 

4-f4-r2-(t-:/'f-/Pi:^;<'?^/t^>^/»^-')^-^/t^lK-^7-:>V-l-^/ t-:^^>'l^)-3-K 
')7/W:j-p?>f-yW-N-(4->t»yW3-r4-(S-fc"JS-:^j:^/W ^b''Jg-:?>-2->YyWrS/1 

mMm4i:mm(o:^m-r^. 4-{4-[2- it--f'^MJ:^'^jv->7j^^» ^i^^'wif '< 

7e^V-l-W>'V;'5'>'V')-3-HJ7>'VjM3;^f->'W2;fi.#K(#3|fill5)SrffiV^-CS!ijSU 
SSH^feS B;fiil93-198t:(^) 

*H-NMR(DMSO-d^) 5 :0. 09(6H. s), 0. 88(9H, s), 2. 24(3H, s), 2. 30 
-3. 65(10H, m), 3. 79(2H. s), 3. 91(2H. s). 7. 25(1H. d), 7. 47(1H, d 
d). 7. 53(1H. d). 7. 92(1H. d). 8. 14(1H. d). 8. 27(1H. d), 8. 29(1H, 
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s), 8. 59(1H, s), 9. 12(1H, s), 9. 30(1H, s). 9. 47(2H. s). 10. 44(1H, 
s) 

IS2 

-><yl->^/^)-3-hy7/l-;^-n>^yl--N-{4~^^>'W3-[4-(5-t*y^i^::^/U^ 

i/:/-2-^>'vr^y]:7air:>ri.)-<:/XT^K2. 03gi:M^y'hyty^yy:y25mUcm 

ft) 5. 74mis:?sipu 55>ai$«. ^a-e22^raa»bfc« sisartcRK:^^^'^ 
sriii;iT*«L. 7K"Ci5fe#Cyt> ft^ucTk^fi. mm^^/^^T^mtAmu *«s 

i»;;;Sl88-192t: 

*H-NMR(DMSO-d^) 5 : 2. 23 (3H, s). 2. 38 (2H. t). 2. 43 (8H. br). 3. 
48(2H. q). 3. 66(2H, s), 4. 40(1H. t), 7. 23(1H, d). 7. 46(1H, dd). 7. 
52(1H, d), 7. 92(1H, d), 8. 12(1H, d), 8. 22(1H. d). 8. 24(1H. d), 8. 
57(1H. d). 9. IKIH. s). 9. 29(1H, s). 9. 45(2H, s), 10. 42(1H. s) . 

^1S^J37 

SIJg«92tl^O*&-C, 4-[4-(2-tKo=^5^3i^yV) f-:75?>'-W/l'P«f"/V] 
-3-h!J7/V';*-pp«f'/l-N-{4-^'9^yW3-[4-(5-lfy5i^=>'W)fy^i?>'-2-'f/V' 
T5/]7a^^i')'<:^Xr5K(lli6««l36) SrfflV^■CS^5tL*:« 
eSUIifefi aW£248-255"C(4)«) 
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7C3R5y«fffi (C H F N O -HCl-O. 2H OtLT) 

30 31 3 8 Z 2 

ftSLfli(%) C:56. 95 H: 5.16 N:17. 71 
^mm%) C:56. 80 H: 5.06 N:17. 71 

(+)-4-r (R) -.^-(i^y'?^yv-T; b:-p'j-:;'v-i-^/^^^>>wi-3-h';7/V'^P^'^ 

ISI 

*i6«34i:ISI«flD3^ife-e. 4-[ (R)-3-(5?^f^/l'r5>) f nyi^i/- W/vyf^/V 
]-3-W7yW;*-ci;tf^/V«AS^(#%«12)*fflV^T»f3iUfc. fc^^U SS^Jft 

'H-NMR(DMSO-d^) 5 :1. 50-2. 06(2H, m), 2. 10(6H, s). 2. 24(3H, s 
), 2. 41-2. 85(5H, m), 3. 79(2H, d). 7. 24(1H, d), 7. 48(1H. dd), 7. 5 
2(1H. d). 7. 90(1H, d). 8. 14(1H, s). 8. 23(1H. d), 8. 25(1H, s), 8, 58 
(IH. d). 9, IKIH, s). 9. 30(1H, s), 9. 46(2H, s), 10. 43(1H. s) 

xm2 

/W-N-(4-y¥/W3-r4-(5-tr'J5-:?-/t/)tfU5i;V-2-^/PrS yl7:n=/Pl^V 

^m2tmmo:m-c. x|ii-e»feJxfc4-[ CR)-3-(i^^f^>'VT5>') trayj^v 

-l--f>*'yf'/V]-3-hy7/V';ro;»«f'/l-^-{4->^/W3-[4-(5-tfy55^-Mtr 
y5^?:^-2-^/^r5>']7ccry^}^Xr5K«rfflv^•c9^3iUte. *:*fU #fe*vfca 
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[o] ^:+9. 75" (c=l. 025,7e^y-yW) 

D 

ybm^VrU (C H FNO-HCl-1. 5HOi:UT) 

30 31 3 8 2 

C:56. 29 H: 5.51 N:17. 51 
3lfflilt(%) C:56. 11 H: 5.43 N:17. 60 

4-(l-f^?-:^->>t^yf->>P)-3-l'U7>'W:tay'9^/W-N-(3-r4-(5->^n^f'j.:;> 

lei 

f-M-s-hV7A':i-o}t^/\^fs&mm0^mia) . xV3-[4-(5-7'p*f !;•:?>- 
-3-Y^V')iry55?i^-2-></vr§>']T^-y9'/v7=y:^(^ts!li9)Srilv^-c«3fit& 

o 

'H-NMR(CDC1 ) 5 :1. 48 (9H. s), 2. 37 (3H. s). 2. 44 {4H, t). 3. 46 (4H 

3 

. t). 3. 72(2H. s), 7. 12 (IH, s), 7. 18 (IH. d), 7. 23-7. 27 (2H. m), 7. 
94(1H, s). 7. 98(1H, s), 8, 05.(1H, dd), 8. 18(1H. s). 8. 54(1H. d), 8. 
66-8. 70 (2H, m), 8. 75 (IH. d). 9. 14(1H, d) 
Xg2 

xei^#e>tbfc4-[4-(t-:/h:^-i/;&yv#=i/w)if'-^7i^^^- 

-4-7«^>'V7a:::i/V}-<:^Xr5K214mg|J:hy7/W:tottKl. Sml^SSftlL. ^2a"T? 
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pH9)tu »»:3i^y^t»2tEittm«. fti7k5se^i/*->i>A-eftjau sffiTics 

ia;^195-197t:(t^^) 

'H-NMR(DMSO-d^) 6 :2. 24(3H, s), 2. 33(4H, br). 2. 71(4H, br), 3. 
64(2H. s), 7. 22(1H. d). 7. 45(1H, d), 7. 51 (IH. d), 7. 94(1H, d). 8. 
22(3H. d), 8. 55(1H, d), 8. 73(1H. s). 8. 81 (IH. s), 9. 05(1H, s), 9. 2 
7(1H. s). 10. 40(1H. s) 

-<>'XT^K(Sl^feM39)S^fflv^Ti^5gbfcc fcfdU mihttT^J\-yr:^\t. 

aS[Jlfe)Sa ffi;SC176--182t:(5m) 

TCjR^J-^f^i (C H BrFNO-HCl-1. 5HO^LT) 

29 27 3 7 2 

ti-iC{e(%) C:50. 48 H: 4.53 N:14. 21 
^mU(%) C:50, 25 H: 4.21 N:13. 91 

[0052] ^mm4i 
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e^/v)f»^^^>-2--</WT^y]7::^yi^(#%0y23)SrfflV>TSi3gLfco fdiX.. 'y}>:f3 
*H-NMR(CDCl ) 6 :1. 48 (9H. s), 2. 37 (3H, s). 2. 44 {4H. t), 3. 46 (4H 

3 

. t), 3. 72(2H, s). 7. 12(1H, s), 7. 18(1H. d), 7. 23-7. 27(2H. m), 7. 
94(1H, s). 7. 98(1H, s), 8. 05(1H. dd), 8. 18(1H. s), 8. 54(1H. d), 8. 
66-8. 70(2H, m). 8. 75(1H. d), 9. 14(1H. d) 

XS2 

/p) \f^yi^y-i-y{jv^^j\^]-Z-h})yj^:^ti;^'^ji^i^-{^^ (3-1:" 
ye^yW)t!'yi^:^-2--^/wr^/]7x:=:yW)-<yXT5K^.lV>TK5tL:fc^ 
'H-NMR(CDCy 6 :1. 45{9H. s). 2. 32(3H. s): 2. 40(4H, t), 3. 43(4H 
, t). 3. 67(2H. s), 6. 96(1H, dd), 7. 08(1H, s). 7. 23(2H. s), 7. 38(1H 
. dd), 7. 73(1H. s), 7. 89(1H, d) , 7. 95-8. 15(3H,m). 8. 22(1H, d), 8 
. 40(1H, d), 8, 64(1H, dd). 8. 89(1H. d) 

mmm42 

4-(l-h'^7i^^/t-y^/Vl-3-KV'7;W:^P>t^/l^ N-(4-y^yV^3-r4-(3-b'U 
-J/i^) b'Ui^>-2->fyWT$yl73::=:yl^l^VXT$K i^S^it 

lllfeiRl2tl^«<7>*fe-C.4-(l-t*^5i^-yW/^)-3-W:7/U:4-n 
{4-y^/W3-[4-(3-t*y5^/W)t'yi^>'-2-'f/W7^3:7ai::i^ 

ja;Sl90-195t:{^«) 
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5c3K5>4ffffi (C H FNO-HCl-0. 36(CH)CHOH-l. 9HOtUr) 

30 29 3 0 3 2 

ff^ffi(%) C:57. 64 H: 5.89 N:13. 40 
lliBHfi(%) C:58. 02 H: 5.47 N:12. 97 

4-r4- {t-':fV^^yijfVifsz:.)V\ h'^7i:;^>-l-^y W^/Wl-3-KU >^yw:^py^yv^ 

^iS^34tl^#o*ft-e. 4-[4-(t-:/h^v';?;/vj3?-yV') i^-<7v?>'-i-^/i-^ 
f^/^]-3-^y7/^:4-^y^/^^m#«(##«^l3)S:fflv^TS^lgL^^ 
ISJI&fefi iBjSC182-186t:(^) 

*H-NMR(CDCy 5 :1. 47(9H, s). 2. 36(3H, s), 2. 43(4H. t). 3. 45(4H 
. t). 3. 71 (2H, s). 7. 09(1H. s). 7. 18(1H. d), 7. 23(1H. ti). 7. 95(1H. 
d). 8. 00-8. 20 {2H. m), 8. 14 (IH, s). 8. 56 (IH, d). 8. 65 (IH. s). 9. 3 
0(1H, s),9. 42(2H, s) 
IS2 

4-(l-}^^^i^^/W^/V)-3-hU>^/t^:t-P><^^l^N-(4-y^yW3-r4-(5-fc'U 

i;7/V':^P>f"/l— N-{4-;?«^>'l— 3-[4- (5-»^y ^v^:=^/V) fy ^i^:/-2— f /VT^y] 
:73irL/l.)^yXT^Kl. 5481^^:7^1-:^ ng^»15ml*rlSAPU ^mtfl^P^ffii^b 

Chromatorex(S±>y i^T) v :J'Pn33^/VA-*^nD2}NyWiK/p«^y-/W(10/l))T? 

«[Sit.#?>*vfcT^/w:7T;^SrgtK:j:^yi."eifeS^b*-fr. BWjb^ftSri. 23g# 
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7C^^>*fffi (C H F N O-CF CO H-2H O^LT) 

28 27 3 8 3 2 2 

C:51. 58 H: 4.62 N:16.04 
nmU(%) C:51. 71 H: 4.26 N:16. 13 

4-(3-;<;yw<^w^yPl:*^7-:>>-l--<yM^yi^)-3-Kyy/i^;^ny^yWN-(4~7t^ 

xm 

lllgfia|34t[pi«©Jbrffi?^4-[i-(t-:>'h^i/:j&yV2j5:^^^^ 

mnm& iB^206--209t:(^) 

*H-NMR(DMSC>-dp 5 :1. 38(9H, s), 1. 99-2. 35(3H, m), 2. 24(3H, s 
), 2. 75(1H. br). 3. 15-3. 46(1H, m), 3. 51-3. 80(3H, m). 4. 32(1H. 
br), 7. 06(1H. s), 7. 24(1H. d). 7. 26(1H. s). 7. 48(1H, dd), 7. 52(1H 
, d), 7. 92(1H. d). 8. 14(1H, d), 8. 22(1H, d), 8. 27(1H, s)-, 8. 58(1H 
, d). 9. 12(1H, s). 9. 30(1H, s), 9. 46(2H. s), 10. 44(1H, s) 
IS2 

4-(3-:;t;/w<^^/Pfc^^^i^>-l-^/i^y^yw)-3-hUy/U:^ppt^/u--N-(4-;><^ 
/W3-r4-(5-t:-U$s?r.yW)t^iJ$$;v -2-^yvySyl7^^yi/l^v;<T$K 

-f/M^/V3-3-hy7/W:;^-n^^;l-^-{4-ptf-/V--3-[4-(5-Vfy^i^^^^^ 
^^-2->r;vr$>']73i=:/P)^vXT^Kl. 52glChy7;v::^-ng^K6. OmlSrSaJOL-. 
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S;iS235— 238t: 

*H-NMR(DMSO-d ) 5 :2. 00-2. 92(6H, m), 2. 24(3H, s), 3. 19(1H. d 

6 

). 3. 66(2H, s). 7. 08(1H, s). 7. 24(2H. d), 7. 47(1H. dd). 7, 52(1H. d 
), 7. 95(1H, d), 8. 14(1H, s), 8. 22(1H, d), 8. 24(1H, s). 8. 58(1H, d) 
, 9. 12(1H. s), 9. 30(1H. s), 9. 46(2H, s), 10. 44(1H, s) 

7C§R»*f« (C^H^FNO^-HCl-1.3HOi:LT) 
H-3§Lffi(%) C:53.47 H: 4.89 N:19. 35 
^iS!lM(%) C:53. 11 H: 4. 92 N:19. 79 

[0053] mmme 

^N-(4^y-^7l^3-r4-(5 -t^^U$i;^::i7V)h'U$-:^^-2-^/Vr$yl7a.c^yW}^:^X 

XSl 
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3-hy7/V:tn;»«^/U5tA#K(#%09l7)8OOmgS:M7kN, N-v^ptf^yVsI^/UAT^ 
K7mllcS)»L. N, N-i^-YyT'nl^/U-N-ai^/VT^M). 67mU lH-^>Vh\)T 
:/—/\^l--{/i^:t^i/hl}yf^Vi^/^i^=^^J>^ ^=¥f-7/W:*-n;3x;^73:— h (PyBO 
P) 1. 00g4:»Kft8ani«. ^ffi-cao^JfiiJ^L/Co 4-p«^;i— 3-[4-(5-t'y^v?-yu 

*H-NMR(CDCD 6 :1. 46(9H, s). 1. 82-2. 10(1H, m), 2. 34(3H, s), 2 

3 

. 51-2. 69(1H. m). 3. 18-3: 30(2H, m), 4. 24(1H, q). 4. 60(1H, d). 4 
. 79(1H. d). 5. 35(1H, d). 7. 12-7. 26(4H. m). 7. 46(1H. d). 8. 02(1 
H, d), 8. 18(1H, s), 8. 42(1H, s), 8. 5S(1H, d). 8. 63(1H, s), 9. 28(1 
H, s) , 9. 41 (2H, s) 
XS2 

-N-(4-^»yl^3-r4-(5-trUSS ?=/t^^fc''J5i:?>--2-vYyWTS/l7»=/H^>X 

xel■c^l?>^^fc4-[(s)-3-(t-y^•^->*/^^}^=/^r$y)-2-:t^yf^yi^y- 

l-'t'/W>f--'V]^3-M)7/i':*-p^f-/V— N-{4-p'f-/'W3-[4-(5-lfl)$t'=yw)K'!J 

i»j^l56-159'C(^) 

[o] "*:-26. 13' (c=0. 352. 7<^'y-/V') 
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tf3§Cfl|[(%) C:58. 53 H: 4.91 N:18. 20 
C:58. 99 H: 4.88 N:17. 76 

4-(:/o^^^yi^)-3-hy7/i'^D7f^>^i--N-{4-^f-yi^3-[4-(5-f!;^i^riyv 
)t:'!;^e^>'~2-^/WT^/]7ac::^/^}-<>^XT^K(##^J3l)6. OOgOM^kN. N-v? 

ia;j5 179--183t:(5>«) 

'H-NMR(DMSd-dp 6 :1. 50-1. 80 (IH, m), 1. 80-2. 00(1H. m), 2. 0 
9(6H, s), 2. 23(3H, s). 2. 30-2. 90(5H, m), 3. 73(1H, d). 3. 83(1H, d 
). 7. 23 (IH, d). 7. 46 (IH, dd), 7. 51 (IH, d). 7. 89 (IH. d), 8. 13 (IH, 
d). 8. 22(1H, d). 8. 24(1H. s). 8. 57(1H. d), 9. iKlH, s), 9. 29{1H. s 
) . 9. 46 (2H. s) . 10. 41 (IH, s) 

*ffi0l2i|3«O:;^ffiT4-[(S)-3-(i^^^;vT$y)t-ntJi^V-l-^/V;^^yW]^ 
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mn^f^& iB^i54-i58t:(^«) 

[a] ^:-10. 25' (c=0. 546. 

D 

it^^^m^ (C H F N O-HCl-2. 5H O^LT) 

30 31 3 8 2 J. 

C:54. 75 H: 5.67 N:17. 03 
llia!Mt(%) C:54. 72 H: 5.38 N:16. 96 

aJIfefeS j»^i248-253'C 

*H-NMR(DMSC)-d^) 5 :2. 00-2. 90{7H, m). 2. 15(3H, s). 2. 23(3H, s 
), 3. 69(2H. br). 7. 10(1H. br). 7. 21 (IH. br). 7. 23(1H. d). 7. 46(1 
H, dd), 7. 51(1H, d). 7. 9l(lH, d), 8. 12(1H, d), 8. 22(1H. d), 8. 24( 
IH. s), 8. 57(1H. d), 9. 10(1H, s). 9. 29(1H, s), 9. 45(2H, s), 10. 43 
(IH, s) 

/P)-3-+y7/V';*-o^f'A^N-{4-p<f'yW-3-[4-(5-tfy5i?=A')t'y5i?y-2-'f 
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(C H F N O -HCM.7H Oi!LT) 

30 30 3 9 2 * 

H-S[ffi(%) C:53. 56 H: 5.15 N:18. 74 
lliBffi(%) C:53. 53 H: 4. 98 N:18. 46 

[0054] m&mi 

,l^N-(4-y'?^yW3-r4-f5-t^USi^=iyMb"J5-:^>-2- ^yWr5yl73i=yWMV 
jSiSfeiefi )a/fiil47-152t;(^>^) 

*H-NMR(DMSO-dp 5 :1. 85-2. 85(l7H, m). 2. 23(3H, s). 3. 57(lH, 
d), 4. 39(1H. d), 7. 23(1H. d). 7. 46(1H. dd). 7. 51 (IH. d). 7. 94(1H 
. d). 8. 12(1H. d). 8. 21 (IH. d), 8. 23(1H, s). 8. 57(1H. d). 9. 10(1H 
, s). 9. 29(1H, s). 9. 45(2H. s), 10. 40(1H, s) 

f_^^-rrRWg-fi-fcrni)>:?=rt.<»yw)t ^pijs?i^-i-^/w>i'?^/^i-3-f';7/i^ 

m^m2km'^0>:bB:X\ 4-C (S) -2-(l-fDy v^^yl-;/^/W) fayi^V--!— f.'V 
.;tf^/V']-3-hy7/W:tny^>'V-N-{4-yf"yV— 3-C4-(5-K"y5i^=-'W)bry5i^V- 
2-.^'/^7$/]73:=l/^}.-^vXT^K(Sllifi»l5l)Srfflv^tSa»Lfc. 

[o] '':-11.00'' (c=0. 509. p<^'/--'W) 

D 

7C^^>«^ffi (C H F N O-HCl-O. SHOtLT) 

33 35 3 8 _ • 

tf^tt(%) C:.59. 86 H: 5.63 N:16. 92 
^SHil(%) C:59. 66 H: 5.89 N:16. 61 
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mmmss 

E 

'H-NMR(DMSO-d^) 6 :2. 09 (6H. s), 2. 23 (3H. s), 2. 42 (2H, d). 2. 50 
-2. 70(1H. m). 2. 81 (2H. t). 3^ 30-3. 50(2H, m). 3. 77(2H, s), 7. 23( 
IH, d), 7. 48(1H, dd). 7. 51 (IH, d). 7. 82(1H, d), 8. 12(1H. d). 8. 21 
(IH. d), 8. 23(1H. s). 8. 57(1H; d), 9, 11(1H, s). 9. 29(1H, s), 9. 45( 
2H, s), 10. 41 (IH. s) 

^J6«54 

4-'[3-(i^yi^jUr^/:^^7V)r^^t^:y-\'^Jl^:^^jUl^^^ 
-f4-7<^yW3-r4-(5-t^U$i^^/W)t^U$i^V-2-^^/UT$yl7^riyl.l^V^g 

^JS{?!I2^i^<$0;fe'feT?,.4-[3-(i^p<^y^T^y^f-7U)r-fef^i^V-l-^/M 
]-3-hyp^yW:^-ap«f-/l--N-{4-^^/l— 3-[4-(5-lfy^v^-yi.)fc-y^i;>--2--r/V 
T^y] >^a:^>rlx)-cvXr^K (11^^53) Srffl V ^TSiitLfc. 
g^Hfefeffl gi;^i42-i52t:(5W») 
7C^3>*fM (C H F N O-HCl-H OtLT) 

30 31 a 8 2 

fhitffi(%) C:57, 10 H: 5.43 N:17, 76 
C:57. 41 H: 5.79 N:17. 53 

4-as^-3~y^yVt^^^^;v^ WyW^yV).-3-KU7>V:^py^yi^N-{4-y^ 
yW3-r4-(5-t^U$i;^r:yV)b^U$ £;>'-2-W-yl.TSyl7:nriyl.lKV:<TgK 
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HfefeS »;S193-1961C 

'H-NMR(CDCy d :1. 03(3H. d), 1. 80(1H, t). 2. 00-2. 30(1H. m), 2 
. 37(3H. s), 2. 73(2H. d), 2. 80-3. 00(3H, m). 3. 69(2H. s), 7. 08(1H 
, s). 7. 20(1H, d). 7. 21-7. 30(2H. m), 7. 85(1H, s). 7. 98{1H.' d). 8. 
05(1H. d). 8. 15(1H, s). 8. 58(1H, d), 8. 67(1H, s). 9. 32(1H. s). 9. 4 

3(2H, s) 

[0055] n^&m 
xm 

3ljtem7i:l^fil<^*fe'Tf. (R)-(-)-2-^^/Vfc^-^7i^>*^V^rS^J^ 

'H-NMR(DMSCHd^) d :0. 90(3H, d), 1. 64(lH, t). 1. 80-2. 10(2H. m 
). 2. 24 (3H. s), 2. 50-2. 90 (5H, m),3. 63 (2H, s), 7. 24 (IH, d), 7. 47 
(IH. dd). 7. 52(1H. d). 7. 94(1H. d). 8. 14(1H. d). 8. 23(1H, d). 8. 2 
5(1H, s), 8. 58(1H, d), 9. 12(1H. s), 9. 30(1H, s). 9. 47(2H. s). 10. 4 
2(1H. s) 

xm 

(+^-4-((R)-3-^^;uif^7v;v-l-><yM^yV ^-3-KU7yv;^py^yWN-(4 

3IJ6052ii^«®*tt-CvXSi-c#e)nfc4-((R)-3-^^A'tr-<9e?y-i-f>'w 

j>tf^A')-3H«y7A';rn;)«^/l^-{4-p«f'-»W3-[4-(5H^!;5y=.A')tf!J5i^V- 



wo 200S/D63709 



ni 
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ia^254-258t: 
[a] "^1+9, 63^ (c=0. 498, 

D 

C:55. 85 H: 5.46 N:17. 97 
C:55. 93 H: 5.33 N:18. 08 

(-)-4-r(s)-3-(N. N— :^3:=f-yuys/)fp'Ji^v-i— fyt^^^yi^l-a-hy^yv-;^- 

P ^'j^/WN-f 4-y»/t^.S-r4- f ■S-h-';5v?c:^/l- Vb-<J$-:^:^-2-^/WT5 /I73:=yl. 

XSl 

*J6«47i:(SI«©;frifet?, (S)-3-(N. N-i^*5'/WTSy)f ayi?V 
'H-NMR(DMSO-d ) 5 :0. 93(6H, t), 1. 50-1. 80(1H. m). 1. 80-2. 10 

6 

(IH. m), 2. 24 (3H, s). 2. 30-2. 80 (9H, m), 3. 74 (IH. d), 3. 82 (IH, d 
), 7. 24(1H, d). 7. 47(1H, d), 7. 52(1H. d), 7. 89(1H. d), 8. 14(1H. d 
), 8. 23(1H. d), 8. 25(1H, s), 8. 58(1H, d), 9. 11(1H. s). 9. 30(1H, s) 
. 9. 46(2H, s). 10,42(1H, s). 

xm 

^mm2tmm(o:bm'^s xsl•c#5>i^fc4-[(s)-3-(N, N-i^^^jvr^^) 

l^ayi:;v-l-^yM^/W]-3-b!i7/V;^n^^>'l^N-{4-7«^/V--3-[4-(5-t"y^ 
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gJSHfeSfeS »^200-202t: 

[a] ~:-9. 74* (c=0. 513, ^^/-/W-) 

D 

yc^^^aS. (C H FNO-HCl-2. SHOtUr) 

32 3S 3 B 2 

th3itffi(%) C:56. 01 H: 6.02 N:16. 33 
mmm%) CrSe. 27 H: 5,94 N:15. 96 

mmm7tmi8i(o:b^'v. (s)-3-(i-t^pyi?c:i/u)ifoys^>' «[is«(#%fi^j2 

'H-NMR(CDCy 5 :1. 60-2. 90(5H. m). 1. 90-2. 20(1H, m). 2. 30-2 
. 90(9H, m), 2. 37(3H. s), 3. 85(2H. s). 7. 08(1H, s). 7. 19(1H, d), 
7. 20-7. 30 (2H, m). 7. 87 (IH, s), 7. 95 (IH. d). 8. 01 (IH, d). 8, 14(1 
H, s), 8. 58 (IH. d), 8. 64(1H. s). 9. 32(1H. s), 9. 43 (2H, s) 
Xg2 

/WN-U-y^yl^3-r4-(5-t^ U$-:^=i7Ml^U$i;y-2-W-/V^7^yl7ac3^;l^)^> 
y--l--^y^^^,V]_3-|.y7/V:tn^^/WN-{4-j7<^/i^3-[4-(5-t'y^i^=^/V^ 
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HfefeS ia;Si68-l7it: 

[a] "^r-ia. 20" (g = 1.016,7<^/-/W) 
7C^^Vri& (C H F N 0-HCb3H OarLT) 

32 33 3 8 2 • 

tf^®(%) C:55. 45 H: 5.82 N:16. 17 / ' 

MmU(%) C:55. 44 H: 5.48 N:16. 06 

4-ros. 4S)-3-^:^:^^yur$ y)-4-y^:»i/h'P»Ji:^>'-l-^ywy^yl^^-3-^ 

yl.:;^ny^7WN-f4-y'^yl^3- r4~(5-t^U$^;r:yl/)l>'U$e;v>-2->i-7^^ 

I::^^g^ifi(##«28)s^fflv^x^^aiufco fcfcL. ^m})i^^}immcsst\^5^& 

ili;^187--^190'C(i^) 
'H-NMR(DMSCHd^) 5 :2, 13 (6H. s). 2. 24 (3H, s), 2. 30-2. 90 (5H, m 
), 3. 20(3H. s), 3. 60-3. 90(3H. m). 7. 24(1H, d), 7. 48(1H. d), 7. 52 
(IH, d). 7. 89(1H, d), 8. 14(1H, s). 8. 24(1H, d), 8. 25{1H. s), 8, 58( 
IH, d). 9. IKIH, s), 9. 30(1H. s), 9. 46(2H, s), 10. 42(1H. s) 
XS2 

4-r(3S. 4S)-3''{^^:^^JUr^y)- d-^h^^^\^u^)z^>-l^^^^ 
mmm2tmm(0:^^V. Xgl'C#?>ix/c4-[(3S, 4S)-3-(i^>^/WT^/)-4 
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SEHfefeS BIjS155-161*C(4W») 

S^i^tlrtt (C H FN O-HCl-0. 2i-PrOH-l. 5H OtLT) - 

31 33 3 8 2 

ff»ffi(%) C:55. 64 H: 5.70 N:16. 43 
jiai<t(%) C>55. 59 H: 5.37 N:16. 69 

M-4-r(2R. 4 ^)~4-'(iy7^^JUr^y)-2-7i^/Ut'u^)i^>-l-^^ 

xsi 

lli£«47tf3ei<D*ffi-C, (2R. 4S)-4-(i^p«^yWT^/)-2-;^^/Vtrnyi^:/ 
(##«^29) Srffl V ^rSSStyho fc*?L. ^Bfc^y !>AwajSJ|SFJj:*fL5SS 

'H-NMR(CDCI ) 6 :1. 16(3H, d), 1. 51(1H, m). 2. 06-2. 35(2H, m). 

3 

2. 20(6H, s). 2. 35(3H, s). 2. 61-2. 89(2H. m). 2. 99(1H. dd), 3. 49 
(IH. dd). 4. 07(1H, d). 7. 09(1H, s). 7. 18(1H. d), 7. 23-7. 29(2H, m 
). 8. 00-8. 06 (3H, m), 8. 14 (IH, s), 8. 56 (IH, d). 8. 63 (IH, s), 9. 31 
(IH. s),9. 41(2H, s) 
Xg2 

(-)-4~r (2R. 4s)-4-(i;^^/wr$y)-2-7t^/vi^pve^y-i->r/w^^wi-3- 



WO200S/0d3709 



lis 
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[a] "-.-SI. sr (c=0. 347.;^^y-yw) 

D 

7C^^>*fffi (C H FNO'HCl-0. 5CHOH-2HOi:UX) 

31 33 a 8 2 5 2 

tf@ffi(%) C:55. 23 H: 6.13 N:16. 62 
mmm%) C:55. 42 H: 6.10 N:16. 96 

[0056] ^mmei 

llli«47ti^filco*fc'^, (s)-(-)-3-(tr-:/H^>'*/i-3}?r^/vT^/) f 

(Synthetic Communications, 1998, 28. 3919-3926) SrffiV^XSliatLyt* 

*H-NMR(CDCO 8 :1. 20-1. 90(4H, m), 1. 43(9H, s). 2. 10-2. 60(3H 
, m), 2. 33(3H, s), 2. 68(1H, br), 3. 64(2H, s), 3. 70(1H, br), 4. 89(1 
H, br), 7. 05-7. 25(4H. m). 7. 86(1H, d). 8. OKlH, d). 8. 13(1H, s). 
8. 47 (IH. s). 8. 53 (IH. d), 8. 67 (IH, s), 9. 29 (IH, s), 9. 41 (2H. s) 
Xg2 

4,((S)-3-r$7l^^«Ji;7 >t^yM-3-m7yV:^ny-^7WN-(4->t^/v^3-r4-( 
5-fc'U$-:^r:iyP)brU$-:^V-2-^yPT$yl73i::iyWMVXT$K 

/V#c^/VT$7)tr-<yi^>'-l-^/Vp<^/V]-3-hy7/W;d-n^^;W-N-{4-;^^yV--3 
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»Jtfegffl »;S^163-16rC 

'H-NMR(DMSO-d^) 6 :0. 90-2. 90(11H, m), 2. 24(3H. s). 3. 59(1H, 
d), 3. 69(1H, d), 7. 24(1H. d). 7. 47(1H. dd), 7. 52(1H. d), 7. 94(1H 
. d), 8. 13(1H. d). 8. 22(1H, d), 8. 24(1H, s), 8. 58(1H, d), 9. 11(1H 
, s). 9. 30(1H, s). 9. 46(2H. s), 10. 42(1H. s) 

yWN-{4-;^^yW3-[4-(5--fcry^i^=i/^)lfy^i^:/-2->r/l/T^^ 

RJIftfefi i»;Sil93-199'C . 

[a] "*:+28. 31* (c=0. 438, ^^-JU) 

D 

yc»»m. (C H F N O.HCl-2. IH OiUT) 

29 29 3 6 2 

t^3?^il(%) C:54. 69 H: 5.41 N:17. 59 
^aa*i[(%) C:54. 33 H: 5.40 N:18. 05 

4-r (S)-3-(i:^y^;l^T$y) tf ^Uv?y^^yVl-3-hy:7yP:;^py^yl^N-( 4-p<^ 
yW3-r4-(5-t^U$i^riyV)t!^U$-:^>-2-^yl^r$yl73i^yV)^VX7$K 

4-((S)-3-T^yt'^yi^yp«^/V)-3-hy7/W:^-n^^/WN-{4-p<^/W3-[4 
-(5-try^i^ri/W)t'5^i;i/-2H^yl'T^]73:::i;^W}'<>XT^K(SI^ 1. 47 
g(O7«^/-/V30inl!»«?«lC. »Bt3ml. 37%:J^/PJ^T/l^tK*»«2mK hyT"fe 
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'H-NMR(DMSO-d^) 5 :1. 00-1. 30(1H. m). 1. 30-2. 40(6H, ra). 2. 1 
5(6H, s), 2. 24 (3H. s), 2. 69 (IH, d), 2. 89 (IH, d). 3. 68 (2H, s), 7. 24 
(IH. d); 7. 48(1H, d). 7. 52(1H, d). 7. 93(1H, d). 8. 13(1H, s), 8. 23( 
IH. d), 8. 25(1H, s). 8. 58(1H, d), 9.. iKlH. s). 9. 30(1H, s), 9. 46(2 
H. s), 10. 42 (IH. s) 

^i&0ll64 

3IJ60il2t I^^O^^ffi-C. 4-[ (S) -3-(i^^^/VT^y ) XfX'yy/^^M-^-VVy 
/l.:3^n;/^yWN-{4-pt^/W3-[4-(5-tT;^i^:^/V)t*y^i^:/--2->f>'^r^/]7ai 

g^MfeifefH Bt;Sl95-198r 

[a] "^i 4-15. 92" (c=0. 314. ^^J^y^/l-) 

D 

7C^4)-*ffil (C H F NO-HCl-2HOiLT) ' 

ai S3 3 8 2 

«•»«[(%) C: 56. 15 H: 6.78 N: 16. 90 
C:5S. 45 H: 5.80 N:17. 30 
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i 

/Vtrnyi^i^ (Tetrahedron: Asymmetry. 1997. 8, 883-887) SrfflV^TSfigLfc 

xm 

*i6{?946(xe2)fc[^«<o*&-c. xsi-e#5>tv;fe4-[(3s. 4R)-3-(t-:/h 

^e/;&yW3K::i/V)r^y-4-y^/Vlfoyi^>'-l--l'/M^VW]-3-^ 
N-{4-p«^yW3-[4-(5Hfy*5^=:/l/)try$i^:^-2-H'/^T5yl7*=^^^ 

o 

'H-NMR(DMSO-d ) « :1. 00(3H, d), 1. 65-1. 85(1H, m), 2. 10-2. 40 

6 

(2H. m). 2. 23(3H, s), 2. 60-2. 90(3H, m), 3. 7l(lH, d), 3. 83(1H, d 
). 7, 23(1H. d). 7. 46(1H, dd), 7. 51 (IH, d), 7. 93(1H, d). 8. 13(1H, 
d), 8. 22(1H, d), 8. 24(1H, s), 8. 57(1H, d). 9. 11(1H. s). 9. 29(1H, s 
),9. 45(2H. s).10. 42(1H. s) 

[0057] m^mee 

4-r(3S. 4R)-3-(i^y-3^yVT$y)-4-y^yVt^PU-:^V- W^W^^l^V3-HJ7 

yV3hpy^>i^N-i4-^-^yw3-r4-(5-i^u$i:?=:yv)i^ u$-:;v-2->^yi^y^ 
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m&meStm^^D^^X. 4-((3S. 4R)-3-T^y-4-p<^/Wt'PlJ^^V-l-^yP 
S^^fejfefa fii^l53--156t:(^^) 

'H-NMR(DMSO-d ) 6 :1. 03(3H. d), 2. 00-2. 50(4H, ra). 2. 'll(6H, s 

6 

). 2. 23 (3H. s), 2. 60-2, 70 (2H. m), 3. 66 (IH. d). 3. 78 (IH, d), 7. 23 
(IH. d), 7. 46(1H, dd), 7. 51 (IH, d), 7. 89(1H. d), 8. 13(1H, d), 8. 2 
2(1H, d). 8. 24(1H. s). 8. 57(1H. d). 9. 11(1H. s). 9. 29(lH, s). 9. 46 
(2H, s), 10. 41 (IH, s) 

mmmr 

*16««2il^«0*ft-C. 4-[(3S. 4R)-3-(i^p«5'y^T5y)-4-y^/Vt:-nyi^V 
-l--r/Vp«^/V]-3-hy7/W;tn7«^/V-N-{4-;?<^>'l^3-[4-(5-l^y^i^^/^^ 

!;v:^>'-2-><^pr^y]7a::::^i-}^:/Xr^K(Slife«66)Srfflv^Ta!ijgL^^ 
s^^fefes ia^i64--i74t:(5>«) 

[a]'^:-2. 43° (c=0. 493. ^^/-yW) 

D 

5c3!l5)^#fffi (C H F N O-HCl-0. 5H OtUT) 

31 33 a S .2. 

tfiLtt(%) C:58. 53 H: 6.55 N:17, 62 
llill!HiC%) C:58. 50 H: 5.73 N:17. 38 

^ • 
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M^m47tm^(o:^mv. (s)-3-[N-(t-:/h:^i/;&yV'3K:=yw)-N-^^/wr^>f 

*H-NMR(CDCl ) 8:1, 45 (9H, s), 1. 60-1. 90 (2H. m). 2. 00-2. 70 (4H 

3 

, m). 2. 36(3H. s). 2. 86(3H, s), 3. 79(2H, s), 4. 80(1H. br), 7. 09(1H 
, s), 7. 18(1H, d), 7. 24(2H. s), 7. 89(1H, d). 8. 02(1H, s). 8. 04(1H, 
d). 8. 15(1H, s), 8. 57(1H. d). 8. 65(1H. s). 9. 3l(lH, s), 9. 42(2H. s 
) 

xm 

M-f4-->t^yW3 -r4-(5-4^US£^cryl.)t^iJ5i;>-2->^7P7$yl7:.:::^/U) 

a£ 

Xgl-ei^b*Vfc4-{ (S)-3-[N-(t-:/h^i^;«7/W#=:/V)-N-p«^/VT^]trn 

iSa;S^142-149X)(^J^) 

[a] ^:-7. 14" (c=l. 007. P«i5^y'-/V') 

D 

(C H. F N O-HCl-0. 6H ObLX) 

29 2ft 3 8 2 

C:66. 75 H: 5.31 N:19. 54 
*iBaffi(%) .C:66. 78 H: 5. 30 N:19. 37 
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mmmes 

xni 

4-( (S)~3. 4-i^y^yVb'-<^i^^^~l-^/l^^^yU)-3-FU7yW::<i'Py^yl>— N-(4- 
lliS^j63i:|^«|(D;^fe-C. 4-( (S)-3-p«^yWt:'''<7i^>--l-^yVp<^7W)-3-h!i 

'H-NMR(CDCn 5 :1. 04(3H, d), 1. 99(1H, t). 2. 10-2. 30(1H, m). 2 
. 30(3H, s). 2. 35(2H, d), 2. 37(3H, s), 2. 60-2. 80(3H. m). 3. 69{2H 
. s). 7. 08(1H. s). 7. 19(1H, d), 7. 24(1H. s), 7. 27(1H, s), 7. 87(1H, 
s), 7. 97(1H, d), 8. 05(1H. d), 8. 14(1H. s), 8. 58(1H, d). 8. 65(1H, s 
),9. 32(1H, s), 9. 43(2H, s) 
XS2 

(-l-4-((S)-3. 4-i^y^yV^t:'^ v-:^^^-l-w-yV^-^yW)~3~KU>^yW:^py-^yWN 

«jBS^2^l^«(D:3^&'C\ xSi-c#e>lv:/t4-((s)-3, 4-t^;^^yPtf-<7^:^V-l 
->f/V;^^yW)-3-hy7/W:;*-ppt^/w N-{4-^^/W3-[4--(5-t^yv^^^ 
e^V-2->f/W7:5/]7i«i^>^w}'<>'Xr^KSrfflir^TjHJgLfco 
JIfeeS i»;fill87-193t: 
[a] ^:-5. 2r (c=0. 379. :^9J-)V') 

D 

7C*^>4ffie (C H FNO-HCl-2. SHOtUT) 

30 31 3 8 .2 

C:54. 60 H: 5. 68 N:16. 98 
SiaStt(%) C:54. 46 H: 5.46 N:16. 81 
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ia;^246-249*C(5>») 
'H-NMR(CDCn 6 :1. 04(3H. d), 1. 99(1H, t). 2. 10-2. 30(1H. m), 2 
. 30(3H. s). 2. 35(2H, d), 2. 36(3H. s). 2. 60-2. 80(3H. m), 3. 69(2H 
, s). 7. 08(1H, s), 7. 19(1H. d). 7. 24(2H, d). 7. 87-8. 07(3H, m), 8. 
14 (IH. s), 8. 57 (IH. d), 8. 65 (IH, s), 9. 31 (IH. s), 9. 43 (2H. s) 

[0058] mi&9i7i 

lllfi«?J2a:i^«<o:*rffi-c. 4-((R)-3, 4-:^p«^yvtrx.^^:;:;/-i-^yi.^^yi.)-3 

-hy7>'U:*-n^^yWN-(4-p«^/W3-C4-(5-ey5i^riyV')t^y5i;:x-2^ 
y]7:iir:/V'}-<vXT5K(^JS0ll7O)SrfflV>rS!5fiLfec 
gJ^llfeJ^fp i»;Sl86-194X: 
[a] "^r+S. 42° (c=0. 369. 

D 

7C^^*fffl (C H FNO-HCl-0. 4CHOH-2HOi:Lr) 

30 31 3 8 2 5 S 

f1-3¥ffi(%) C:54. 77 H: 5.88 N:17. 04 
ll8Bi[(%) C:55. 04 H: 5. 65 N: 16. 74 

4-(4-r(5-y'?^yw2-:^»y^|.3--:;:i^ y'-yw4-^/^)^»/wii^^9-:^v-i- 

^y|»t'»/H-3-m7/W:i-P:<^A^N-f4- i<'»^yl^3-r4-(5-CT5S?::lyW)tr»J5-:^ 
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xei 

XS2 

4-(4-r (5-^^yw2-:^y-i. 3-v^^y-/i^4-^;i^) 

-li*y^i^-/^)iry^i^i^-2--Y/V'r^/]7:ii=:>ri/}^>^Xr^K(#%«^^ 22g<D 

*H-NMR(CDC1 ) 8 :2. 12(3H/s). 2. 37(3H. s), 2. 55(8H. br). 3. 36(2 
H, s). 3. 72(2H. s), 7. 09 (IH. br). 7. 19 (IH, d), 7. 24 (2H, br), 7. 92 ( 
IH, s). 7. 94(1H. d), 8. 05(iH, d), 8. 14(1H, s), 8. 57 (IH. d), 8. 65(1 
H, s) , 9. 31 (IH, s) , 9. 43.(2H, s) 
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iK^218-226*C(5«5l) 
7C5R5>*ftt (C H FNO -HCl-SHO^Lr) 

33 31 a 8 4 2 

ffSLtt(%) C:56. 86. H: 4. 63 N:16. 07 
3liBHI(%) C:56. 55 H: 4. 70 N:16. 14 

-(^;*-»>WK)73:ri/V']^VXT^K(#^«f!l33)697mgJj:3i^y— yV3mU *1. 5 

^>rv)trp5;v IWb*5RKifi(J. HetorocycL Chem. , 1970, 7, 1137-1141) 
421mg07k»ffi6ml«:inx. Z^W^^WWz^ EiS?K<Sr»?&^. *-e:ISr?^U 

ft^^^^y^J^^-x^^mk. mmnsrf\^m^Vk^ Bmf^^yV:^^/\^:f3yJ>^^^ 

ia^226-22rC . 

"H-NMR(DMSO-d^) 6 :2. 17(3H. s), 2. 20-2. 60 (8H, m), 2. 28 (3H. s 
.), 3. 69(2H, s). 7. 22(1H. d), 7. 37(1H. dd), 7. 68(1H. s), 7. 94(2H. d 
), 7. 94(1H. d),.8. 26(1H, d). 8. 28(1H, s), 8. 58(2H, d), 8. 70(1H, d) 
, 9. 51(iH, s), 10.44(1H, s) 
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n7«^/WN-{4-^^yV^3-[4-(4-l^yi^;U)'^r>^— >'W2->f7WT^y]:73::=:/^) 
5c^^Vffi. (C H F N OS-HCI-H OtLT) 

29 Z9 a 6 2 

fh^ffl(%) C:56. 08 H: 5.19 N:13. 53 
3ljBKi(%) C:56. 37 H: 5. 26 N:13. 25 

mime 

«fefif& i»Al69-173t:(iW!?) 

'H-NMR(DMSO-d ) h :2. 01 (6H, s), 2. 23 (3H, s), 2. 75-2. 90(3H. m 

6 

), 3. 35-3. 50(2H, m), 3. 80(2H, s), 7. 23(1H, d), 7. 46(1H, dd), 7. 5 
2(1H, d), 7. 83(1H. d). 8. 12(1H. d), 8. 22(1H, d), 8. 24(1H, s), 8. 5 
7(1H, d). 9. lOdH, s). 9. 29(1H, s), 9. 45(2H. s), 10. 41(1H, s) 

llit«2i:|SI«©5^jfe-C,4-[3-(i?^f-/WT$/)T-«^i^-W/l'>f^A']-3- 
h!>7/V';ra^^/^-N-{4-^f';>-3-[4-(5-tr!;$J^=A')try*i?V-2-^/l'T$y 
]73:=:y^}'^>'Xr5K(lllfi«!l76)S:fflv^T«JfiLfc. 



\V0 200S/063709 



126 



PCTAIP2004/DI9553 



5c^4>#fffi (C H F N O-HCl-H OtUr) 

29 29 3 8 2 

ff^^SI(%) C:56. 45 H: 5,23 N:18. 16 
C:56. 35 H: 5.04 N:17. 90 

yWN-{4-y-f"yW3-r4-(5-tfU$i^::^yl^)fc!^U$e^V~2-^yU7$yl73iriyl.}^> 
X7$K 

##««j35)^fflV^TSJigLfc. fc:rcU KK;^?y^^^lliS^s^^^:*fL5al:llv^:rco 
Sfel^S i»;fel59-164t:(^»«) 

'H-NMR(DMSO-dp 5 :1. 30-1. 50(1H. m). 1. 80-2. 00(1H. m). 2. 0 
0-2. 70(7H, m), 2. 10(6H, s). 2. 23(3H. s), 3. 78(2H, s), 7. 23(1H, d 
), 7. 46(1H. dd), 7. 52(1H, d). 7. 91 (IH. d). 8. 12(1H, d), 8. 22(1H. 
d). 8. 24(1H. s), 8. 57(1H. d). 9. 11 (IH. s), 4, 29(1H, s), 9. 46 (2H. s 
). 10. 41 (IH, s) 

X7$K mmm 

mmm2tmm<o:^m^. .4-1 (R)-3-(v?7«^>'wr vp^f-^w 

f-/V]-3-HJ:7yU:^n;;t^>rWN-{4-p«5'/W3-[4- v^-/W) \f})^^>-2 

mn^f^& i»;aii4--i22t:(iw») 

5c3ll^*f« (C H FNO-HC1*0. 5i-PrOH-0. SHOfcLT) 

31 33 3 8 2 
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fMlfil(%) C:58. 61 H: 5.97 N:16. 67 
C:58. 73 H: 5.87 N:16. 31 

mmmo 

lK;Sl58-163t:(^/») 
*H-NMR(DMSO-d^) 6:1. 30-1. 50(1H. m). 1. 80-2. Op(lH, m). 2. 0 
0-2. 70 (7H. m). 2. 11 (6H. s). 2. 23 (3H. s). 3. 78 (2H, s). 7. 23 (IH, d 
), 7. 46(1H. dd), 7. 52(1H, d), 7. 91 (IH. d), 8. 12(1H. d). 8. 22(1H, 
d), 8. 24(1H. s). 8. 57 (IH, d). 9. 11 (IH. s). 9. 29 (IH, s), 9. 46 (2H, s 
), 10. 41 (IH. s) 

^is^ysi 

-N-(4-^^/l^3-r4-(5-t^U$^^:z7V)t^U$i^^^-2-^yWr$yl7^:^yl.t^V>C 

^mm2tmU<D:^&'x^. 4-[(s)-3-(v?p<5^yvT^p<^yu)t^D!Ji;:^-i-^/i.^ 

^/W]^3-hy7>a-;^-p;?<^yi--bH{4-;^^/V-3-[4-(5-lfy \f\)^iP:y-2 
->f/>r^y]7ai:^/P)-<^-XT^K(*i£fif||80)*fflV^T5!f5gL^^ 

SEjIfeifefB ia^Sl 14-122*0 (^) 

5c*i>«fffi (C H F N O-HCl-0. 5i-PrOH-0. 2H OtbT) 

31 33 3 8 2 - 

C:59. 08 H: 5.86 N:16. 96 
*a!lffi(%) C:59. 02 H: 5.79 N:16. 62 
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4-r{3R. 4R)-3-(i^>t'f'>^t^T$y)-4-yK:^->tfPU-:;v-WyW^/Pl-3-Ky7 

mMm47tm^<^1j&X\ (3R. 4R)-3-(v^>f'/^r^y)-4-p«h^v't:'n!Jv^V 

-ffi^^(#^^^37)s^ffl^/^xs^Jguco tctzu ^m)])i7J>^\mmcML5m& 

'H-NMR(DMSO-d^) 6 :2. 13(6H. s), 2: 24(3H, s), 2. 30-2. 90(5H, m 
), 3. 20 (3H. s), 3. 60-3. 90 (3H, m). 7- 24 (IH. d). 7. 48 (IH, d), 7, 52 
(IH. d). 7. 89(1H. d), 8. 14(1H. s). 8. 24(1H. d). 8. 25(1H, s). 8. 58( 
IH, d), 9. IKIH. s), 9. 30(1H, s), 9. 46(2H. s), 10. 42(1H, s) 

^mm2tmm<D:^mx. 4-[(3r, 4R)-3-{i^^^/vr^y)-4-/h^i^\^vi])^y 

^^U^^^:/-2-></VT^/]:7^::l^^}-<>'Xr^K(*j6S^?y82)^^fflv^TM^^ 

ia^i66-i7ox: 

TC^^mm (C H F N O-HCM. 5H OtLT) 

31 3S 9 8 3 

tf39tffi(%) C:55. 56 H: 5. 57 N: 16. 72 - 
^a!HS(%) C:55. 53 H: 5.19 N:16. 77 
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5^i6m7^I^;ee(D:i^fe-e.4-(7'n^;^^yP)-3-hy:7/W^n^^/WN-{4-p«^ 
/V-'3-[4- (3-fy i:^/!-) fy ^i^V-2-^/^r ] 7:i:c^yW) -<^^XT^K (##01182) 

^(s)-3-(v^/^/vr^yp<^/v)t't2yv?;/ -i£S^fi(#^0y35)$rfflv>xS8ji"r 
[0059] ±iE<^lllSWl-86(0«itiClCoV^TrJ:. m2\Z^to 



wo 2005/063709 
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131 
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y/0 200S/063709 



132 



PCT/JP2004/D19553 







13 




14 




IS 




t$ 




17 




16 
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PCT/JPZ004/D19S53 



19 




20 




21 


1 H J*"* i1 


22 




23 




24 
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25 




26 




27 








26 








29 




30 





WO200SA)63709 PCT/JP2004/D195S3 

13S 



31 


B HCI 


12 




iz 


1 " f^ii 

CF, r*V"Y^Y*^^ 

V HCI 


34 




35 


V RCl 


36 
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S5 




56 


""^ ^-^f" HCI 


S7 


^fl HCI 


58 


^8 HCI 


59 




CO 


^8 "CI 
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61 




62 




63 




64 


g HCI 


65 




66 
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WO200S/0453709 
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73 




74 


1 H 


75 


1 H 






76 




77 




76 





wo 2005/063709 
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PCT/JP2004y0195S3 



79 




80 




81 




82 




83 
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64 




BS 




86 





[0060] P^mmi 

10% (v/v) 4^Jte]^l&l« (FCS) (SigmalfcSi) ^r-^tf (Sigma 
tUi) (RPMI-1640/FCS) lCTjKf^^m\ ^|gcigm^l-fe^K562jfflJja(Ame 
rican Type Culture CoUectionttS)SrRPMI-1640/FCS^aicr5, 000 
cells/wellt*5i:5lC,*:fe:U937JWJa (American Type Culture Collection 
ttil) S:4. OOOcells/wellt45cJ:5J5l965t:^U-KcostarttS!!) iClOO m 11*o» 
au. CO ^:^.r-<-:J'-rt-c-iSfe««bfco «»SI4fe«:WRS*(0, 0. oodoi 

2 

-lM.M)O1000f&ieS{ce^;^^>'^>^^:fl^:^i/K(DMSO)(nacal^^ tesqueftS!) 
lCT38jSLRPMI-1640/FCS«ffllCT500flff*3R«. 100 ;x IT O^LCO^-f 
V:3f.,.-<-^-rt"C««Ufc« 72l^ra«. 4»ia»Offl^«3l"e&5Cell counti 
ng Kit-8(5mmol/l WST-8. 0, 2mmol/l 1-Methoxy PMS, ISOnunol 
/I NaCl) (DojindottIS) Sr20 m l-f oj^illUco CO^-r^^^-^-^-f^-CS^ 

450nm\C^\1^i>&^i:'^/l^y^J^^i^>^ARVOsy. (WallacttSi) tCTSll&L 

0. l%(^DMSO^tfRPMI-1640/FCSigJfitc:T> 72^fflCO^-r^^^rL^— 
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. jfafia«rfiiaLrvVi:v^a(aoK*g«:lOO%tLT. log(ffi**/(lO(HSfi*^ 
))(C^fiELTlog concfl[i>^nyhLTIC M)S:»UJL/c« ^<^fe*Sr«3lC 

60 

[^3] 





. (tCSOtt: /iV) 


U937iiB 
(iCSOtt: fjH) 


U: (U937ia6S 




0.00012 


15 


1125000 




0.00012 


28 


233333. 3 




<0. 00001 


4,3 


>43000O 




. <0. 00001 


4.6 


>460000 




<D. 00001 


8.1 


>810000 




0.00071 


4.7 


6619.7 




0.0003S 


2.0 


5263.2 




a 000013 


4.1 


31S384.6 




<D. 00001 


4.C 


>460000 


flKM2 0 


0.00037 


20 


78378.4 




o.oooas 


42 


49411.8 




<0. 00001 


5.0 


>sooooo 




0.00044 


It 


8636.4 




0. 000032 


2.6 


81250 




0.0012 


1.4 


1166.7 




0.001 


2.1 


2100 




0.0014 


n 


7857.1 




<a 00001 


11 


>1100000 


Mfil3 7 


<0L 00001 


to 


>1000000 




<0. 00001 


8.9 


>B90000 




0.00029 


4.4 


15172.4 
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<0. 00001 


i.4 


>1 40000 


Sit«4 3 


<0.0000t 


3.9 


>390000 




0.00O4 


15 


37500 




0.0027 


29 


10740. 7 




0.000038 


12 


315789.5 




0.000067 


16 


238806. 0 


m«5 2 


0.000061 


3.9 


63934. 4 




0. 0024 


16 


6666.7 




<0. 00001 


10 


>1000000 


M«5 6 


<0. 00001 


4.4 


>440000 




0.00085 


5.6 


6588.2 




0. 000093 


9.4 


101075.3 


««ffl5 9 


0.00068 


13- 


19117.6 




<0. 00001 


4.0 


400000 




0.000018 


1.6 


88688.9 


Sllfil6 4 


0.00017 


3.7 


^"64,7 




0. 000066 


6.5 


98484.8 


m«6 8 


<0. 00001 


5. 6 


>580000 


m«6a 


<Q. 00001 


10 


MOOOOOO 




<Q. 00001 


6.7 


>670000 


M«7 3 


<0. 00001 


9.7 


>980000 


llft«7 6 


0.000049 


2.7 


55102.0 



«ll«7 7 


0.0073 


>100 


>I3699 


«tt«7 9 


O.0046 


20 


4348 




0.0036 


>ibo 


>27778 




0.13 


17.8 


136.9 



±iB«3ic*-ra9, *jiwft^«>i4. nm9kmcit-<, ^n\cm^mmmi 
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* titt#Ki4eilai^A*OJ»*d^b«itLfcBCR-ABL|gttaJia"efo»3. U937m 

{^it^. ^±^<D]^\^^m^ (2ofg^-8ooofSUA±) x*h^ztnmi^x-hio 
mtmnx*^. i^m-m^t^ikm. ^m>y<&&ifsLm. ^^tt^att^ii^^c^) 

fooei] KS!Ifi«Ji 

mmmKoit-^ 5. omg 

br^-^-uni/jR© 46. 6mg 
jfeB^B-fe/Vn— 24. Omg 

;«^/V^/Wn— ;^ 4. Omg 

^xTy:/|S^-e>r^i/l^A 0. 4mg 

fti:^1^80mgtji 

ll*£01l2<D{h:'^fe 5. Omg 

hi>^n3i/jg© 46. 6mg 
)gBl"fe>'Vn— 24. Omg. 

ptf-yw-ky^p— ;^ 4. Omg 

;^xT»;yffih?^4>57A o. 4mg 
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[0062] glilC^UfeJiplc:, 4^m{t^m: mtltcBCR-ABL^vii^l^^-^(Om 



WOI00S/IK3709 



149 



pcr/jnoo4/i)i9SS3 



ttbl9] 




[1) 

(A) 

' R'H.»:<D(l)-(3)^D£(Ol^rt^^^*1-. 

(l)-CH -R"[R"«^^^iaft--7^uSS4:^-fo 36^36^5^^^^fp--7^c2®S 

2 

2 

==¥i/'Xt/(5-yf^yl-2-:^y-l. 3--i^:¥y-yW4->fyV)-;^^yV';5=^?>/j:5#;6^ 
T/V^A^T^J. ^JrjV^jVT^J, t;W<^^jV^ ^/TJ\^jVf3A^/^^^jVJL\t^ 



wo 200SA»63709 



ISO 



FCT/JP2004/D19SS3 



(3)--CH=R'^[R''ll^^^^ft--xn]lS<^^i-o^^;6^^^^^fi&S]---xnSS 
Sr^-T) . -g-^^fefiJ^xnSS, r^/T^'W^^/i^. ^/Tyv^ywr ^/Tyi-^/v. i^T 

Xtti/Ty4:S^<, 
ttli20] 
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[2J 13) (41 

r 

N 

151 16] 

Xr Xr 

m 181 



ffiUR":^. t'oyv^niyK \^^Vi^=^/K l^^^v^^/VXtt^/W^J^y^^^W^d^f 

2 

(B) 

2 



WO200S/0C3709 



152 



PCnJP20<My019553 




[9] [101 



(C) 

r'h. ^^c<D(l)-(3)(0S(Dv^m^^^^•ro 

(l)-CH -R"(R"lt^^5g&^-^romS^^i-« ;6^;6^5-&^^l&fu--7^p^S 

2 

2 

T>n^=^/i'r$y. i^r/v^/^r^y. ■=tyr;p^yp;S7/w^^>fyvxwi^ 



wo 200S/063709 



1S3 



PCT/JP2004/D19553 



2 

2 

Het 1 (1. ^J;<0{ b1^5^[9] - [ 10] <ov ^mj^^oS^r^-To 

Wb22] 




19] (10) 



wo 200SA)63709 



1S4 
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2k<D (1) - (14) oMt^m-h^imi)^ibm^^ti^it^^x*hi>. ia*«iie4E<o 

-3-[4-(5-fyv::^r^y^)ifyv:^:/-2->ryi'r^y]7:nn/^}-<:>'XT^K 

(3)4-(l~^5^yVt'-<^i^:/-4-'r>'l'P^^/^)-3-by:7y^:^-n>^>rl^N-{4-^^;^ 
-3-[6-(3-b"yi^/W)h*y^v^:/-4--l'yW7^y]y'3iriyl.}-<>'X7^K 

-3-[6-(5-t^y^i^-yi/)t'y^v^v-4-^/ur^y]:7:c::i/u}^vXr^K 

(5) (") -4- ( (S) -3-T^y-2-:^-^yi^ny 7/^5^D^ 

^yi--N-{4-;^^/w-3-[4-(5-try^i^r:/u) If y ^i^>--2->f/Wr 7 

(6) 4-C(s)-2-(i-tfpye^r^yM^yV')trn!;i?v-i-^/M^/u]-3-hy7/w^ 

(7) 4~C3-(i^;^^/vr^/;^^/V)T-^^i^V-l--ryVp<^yl-]-3-hy7/V:tn^^/W 

-N-{4-p<^yi^3-[4-(5-b*yv:^::^/^)fc'yv::^>-2--<ywT^/]:73:=^^^ 

(8) 4-[ (S)-3-(l-tf pyi:^::i;V) b'oyi^v-l— r/W^^/l/]--3~hy7>'^:tD^f-y^ 

-N-{4-^^/w3-[4-(5-t*yv:^^/w)t*yv:^v-2--f/wT^y]7:iir:^/v)-^ 

(9) 4-{4-[(5-p«^yW2-:^-:^y-l, 3-:^^y->rV-4-^yV')>«f-/V]t'^7i^V 
-l--f>'M^yV)-3-hy7;V:^np«^/l--N-{4-^^/l^3-[4-{5-t'y^i^::^/W)t* 

/w3-[4-(4-t^yi^/p)^ry'->w2-^/vr^y]73:n/w}-<>-xr^K 



WO2005A)63709 



1S5 



PCT/JP2004/D19553 



{4-^^yW-3-[4-(5-fy^v^=/V) }:'V^i^>-2-^jvr^y]y:ii=^/V]^>'XT^h^ 

(1 2) 4-[ (R)-3-(v^pt^/^7^7'f-/V) fc:'nyi^V-l-</Mf"/^]-3-hy:7yW:i-D 
p«^;WN-{4-;>«^yl^3-[4-(5-lfy^i^r:/v)t'y^i;y-2--r/^r^>']7ic=y^ 

(13) 4-[ (S)-3-(v?^^ywr^y^^yi-) \i'^')i>l^-\-^jV;^^/v]-^-V^)y/V:^x2 

N-{4-;^^yV— 3-[4-(5-t*y^i^^/v)t:-y§i^>-~2--ry^r^/]7:t^yW^ 

(14) 4-[ (3R. .4R) -3- (i^/^jvr^A -A-^V^^y\^'viyry:y-\-'^;V:^^jV]-Z^ 

[3] (1) p (37) <D^fc;^fed-b*5l¥3&^e>®«i?ii5^k:^fe-e*>5. r^KR^ftXW: 

(1) 3~i^/V;*-n^^/W4-(4-p«^>'Vl^^^i^>'-l-^/V>^yU)-N-{4->^^ 

3-[4-(5-t-];5e^::i/^)ify^e;>-2->fyV'r5/]:7airiyw)-<>'Xr$K 

(2) 3-:nf'yU-4-(4-y^yVl^-<7i^:^-Wy^^^/W)-N-{4-^f'yW3 

-fy^i^^/v)b'y^i^v-2-^/i-r^/]7a:r^/^)^>-XT^K 

(3) 4-(l-p«^/l-t°--<yi^>-4-^7l^p<f-/V)-3-hy:7/^:^D>^/l^N-{4->^/W 
3-[4-(5-t:*y^i^^/^)fy^>?y-2— f/l^r^7]y^cn^/l-)-<>Xr^K 

(4) 3, 5-i^^an-4-[(S)-3-(i^p<f-/kT^y) t'nyi^>'--W/M^/P]-N-{4 
-7«f->'l--3-[4-(5-l^y$i;c::yV)tfy^i?>-2-^yVT^/]:73ic::;V}-<:^XT5K 

(5) 3-;!<f^i^-4-(4~^^/^l^--i7i^^^-l--f/M^/W)-N-{3-[4-(5-7^ 
yi>V-3->ryP) try ^i^i^-2--r/l'7^/]-4->«^/W7ai:=:>rW} ^>XT^K 

-3-[4-(5-fy^e^^/u)t'y$i;^^-2-^/vT$y]7airi/v)^r^X7$K. 

(7)4-(4-3:f^/Vfc'-<7e^^^-W;W^^/W)-3-hy7yW:^-n^f^yV--N-{3^ 
5-:/n^lf yi;^^-3->i'yV') lfy^t?y-2->f/V'Tt/]-4-;^f'yW7a:::i/U)><vXr$ 
. K 
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(11) 4- (4-^^/H:*^7v^V-l->r>'l^p«^yV) -S-hyy/V::^ np<^>'l^N-{4->^ 

y w3-[4- ( 5-t"y t*y i/:^-2-^>'V/r ] >^ :xi^/v-} -<>'^ 

(1 2) 4- (4-^^/^f^^i^>'-l-Y/W^f-y^) -3-hy WN-{4-;;«^ 

/w3-[4- (3-fy i^/v^) fy v-2-^/i-r :7ai^/w) ^>^xt^k 

(13) 4-(4-;^f'y^fcf^7i^V-l-><yM^yU)-3-hyy/^:2hnp«f^/WN-{4-p^^ 
/W3-[4-(3-t'yi^/V)l^yi^V-2--f/VT5y]>'ai::i/V}^>'XT5K 

{l4)4-[4-{2-y/V:txi:r.^My^^'^''^>-^-'<f^^^^ 
-N-{4-^^>'>-3-[4- (5-try t^y ^i;?>-2->f/VT^y]:73:::i/V}^VX 

(15) 4-[4-(2-bKn^i^J^^>'W)br'<7i^>'-W>'V;?«^/^]-3-hy7/V:fn^ 
-N-{4-p(^/W3-[4-(5-tfy^i^=^>'W)lfy^i^>'-2->f/VT^y]73:ri/V)^>'^ 

(16) 4-[ (R)-3-(v?;^^/V-T^y) fcl^ny v^V-l-^yvy^/W]-3-by >^/W;!hnp<^>'l- 
-N-{4-7«^/V--3-[4-(5-fc*yv:^=/^)t:'y^i^i^-2--f>rVT^y]7air^;U}^VX 

(17) 4~(l-l^-^7i^^/Mf->^)-3-hy:7/W:2hn;^^/l^N~{3-[4-(5-:/o^^ 
.v^^/-3->f/^) t^y ^ v^V-2--Y/VT^y]-4-p<f-/l-:7air^/P) -O-XT^K 
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